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Does IVF-ET Procedure Increase the Pregnancy Rates in Women
Underwent Laparoscopic Endometriosis Surgery?
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ABSTRACT

OBJECTIVE: To evaluate pregnancy rates in women who underwent In Vitro Fertilization-Embryo
Transfer (IVF-ET) following laparoscopic endometriosis surgery and to assess the success of IVF-ET.

STUDY DESIGN: One hundred forty-one primary infertile patients who underwent laparoscopic en-
dometriosis surgery were included in this retrospective study. After the surgery, the patients were fol-
lowed up for one to eight years, and 95 patients who did not conceive postoperatively underwent IVF-
ET (study group).

RESULTS: The pregnancy rate in the study group was 35.8 % and 32.6% in the laparoscopic surgery
only group (p>0.05). The total conception rate (45.4 %) within the first 12 months after laparoscopy with
or without IVF was higher than in the other periods (p<0.001). In women with stage Ill and IV of en-
dometriosis, the pregnancy rate was lower than the stage | and Il group. Moreover, the fecundity rate in
women older than 35 years was statistically significantly lower than women under the age of 35 years
(p=0.003).

CONCLUSIONS: In this study, the pregnancy rate was higher in the laparoscopic endometriosis surgery
and IVF-ET group compared with the surgery only group, but difference was not statistically significant.
Therefore, after surgery IVF-ET may be recommended to women with endometriosis related infertility.
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Introduction

Endometriosis is a complex and clinically progressive dis-
ease where endometrial glandular tissue and stroma are lo-
cated outside the uterus, such as in the ovaries, pelvic peri-
toneum, rectovaginal septum, and other pelvic regions (fal-
lopian tubes, vagina, cervix, and uterosacral ligaments).
Endometriosis can also affect extrapelvic regions (such as
pleura and brain) and is usually diagnosed during the repro-
ductive period, affecting 11% of premenopausal women.!
Although its exact prevalence in the population is not known,
endometriosis is one of the most significant causes of infertil-
ity and/or pelvic pain, with a prevalence of 6-10% and a fre-
quency of up to 35-60%.2

Despite recent developments in understanding of the patho-
genesis of the disease and in diagnostic tools, the definitive di-
agnosis is still made by direct viewing of lesions via invasive
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methods, such as laparoscopy and laparotomy. Histological
confirmation should still be the first step in the laparoscopic di-
agnosis and treatment of suspected endometriosis.>

Various mechanisms could explain the relationship be-
tween endometriosis and infertility. Although distortion of
pelvic anatomy and pelvic adhesions could explain the infer-
tility in severe endometriosis, high-grade lesions are not ob-
served in all women with endometriosis-related infertility.* In
patients with minimal endometriosis, peritoneal endometriosis
lesions may cause infertility by changing the peritoneal cell
population and peritoneal fluid content.’ The impaired follicu-
logenesis causes ovulatory dysfunction and the formation of
low- quality oocytes, which in turn decreases fertilization and
results in abnormal embryogenesis.

Previous studies reported the role of laparoscopic surgery
in treating endometriosis before ICSI/IVF procedures.®’
Garcia found no significant difference between the pregnancy
rate of women who underwent surgery for endometriosis be-
fore IVF and who proceeded directly to IVF without prior en-
dometriotic cyst removal.® However, Dechaud et al.’ reported
that the laparoscopic approach increases fecundity in infertile
endometriotic patients.

In the current study, we aimed to evaluate whether IVF-ET
increased pregnancy rates in women who underwent laparo-
scopic endometriosis surgery.
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Material and Method

This retrospective study was conducted at the Women’s
Health Training and Research Hospital from January 2001
through December 2008. This is a tertiary hospital at the mid-
dle region of Turkey. This institution is a government sup-
ported hospital and most of the health services are free of
charge. The study was designed according to the Helsinki dec-
laration and was approved by the Ethics committee of the hos-
pital. The ethics committee determined that patient consent
was not required because of its retrospective design. A total of
700 patients underwent laparoscopic endometriosis surgery
during the study period. Data were collected from surgery re-
ports and patients’ files. Patients had been staged according to
the revised criteria of the American Society for Reproductive
Medicine (ASRM) under guidance of operation records. Two
hundred thirty-nine patients having at least one year primary
infertility were recorded. Ninety eight of the 239 patients were
excluded from the study due to additional infertility factors,
and 141 patients who had only endometriosis-related infertil-
ity were included to the study.

The laparoscopy procedure was performed under general
anesthesia by three competent endoscopy specialists, using a
standard access technique to reach the pelvic region. Pelvic
endometriosis lesions were completely excised using bipolar
coagulation and drainage. To restore normal anatomy, tubo-
ovarian adhesions were dissected deeply with adhesiolysis.
Endometrioma cysts were drained, and cyst capsules were re-
moved completely or as completely as possible considering
the need to avoid damage to the ovarian cortex. Methylene
blue dye was administered to all the women for evaluating
chromopertubation.

All the patients were followed up for at least six to twelve
months. During the study period, 46 (32.6%) of the patients
conceived spontaneously. In 95 patients, we performed the IVF-
ET procedure. The patients were classified according to whether
they conceived spontaneously or with the IVF-ET procedure. In
addition, the results were analyzed according to the patient’s
age and endometriosis stage. For IVF-ET, the long-down regu-
lation and controlled ovarian stimulation protocol was used in
accordance with the clinical approach of our hospital.

A total of 0.5 mg of leuprolide acetate (Lucrin) was sub-
cutaneously administered on the 21t day of the menstrual
cycle. After effective down-regulation (if Estradiol <35
pg/mL, luteinizing hormone (LH) <5 mIU/mL) had been
reached, the leuprolide acetate dosage was reduced by half
and continued at a dosage of 0.25 mg. At the same time, a
daily dosage of 225-300 IU of recombinant follicle stimulat-
ing hormone (FSH) was started. Serial ultrasound examina-
tions were performed during controlled ovarian stimulation.
When at least two follicles reached a maximum diameter of
17-18 mm, 10000 IU of human chorionic gonadotropin (hCG)
(Pregnyl 5000 IU, two ampules) were administered intramus-

cularly. Oocyte collection was carried out by transvaginal ul-
trasound after 35-36 hours. All the oocytes collected were in-
seminated for IVF-ET, and fertilization was assessed by an
embryologist the next day. Two days after the collection of the
oocytes, a maximum of two embryos was transferred to pa-
tients under the age of 35, and a maximum of three embryos
was transferred to patients above the age of 35. For luteal
phase support, crinone gel (8% progesterone) was adminis-
tered on the day of oocyte collection.

Pregnancy was determined by positive B-hCG and a visi-
ble intrauterine gestational sac. To analyze the data, the day of
the laparoscopic surgery was accepted as the participation day
of the study. Patients who conceived in the first year after the
surgery were accepted as followed for one year. The patients
were followed up by phone. The exit day of the study was ac-
cepted as the pregnancy date and last telephone conversation
day for those who did not conceive.

Statistical Analysis

Descriptive statistics were used to demonstrate the average
+ standard deviation (minimum-maximum) for constant vari-
ables, whereas nominal variables were expressed as percent-
ages and case number. The Log-Rank test and Kaplan-Meier
survival analysis were used to assess whether a significant
change occurred in the pregnancy rate according to the stage
and age. Pregnancy rates during periods of 6, 12, and 24
months and estimated pregnancy rates for each case were cal-
culated. Nominal variables were analyzed with a chi-square
test. Two-sided p values were considered statistically signifi-
cant at p<0.05. Statistical analyses were carried out with sta-
tistical packages for SPSS 15.0 for Windows (SPSS Inc.,
Chicago, IL, USA).

Results

The demographic features of the patients are shown in
Table 1. The mean age of the patients was 27.443.6 years in the
surgery only group and 30.7+5.0 years in the study group
(p<0.001). Mean infertility duration in the surgery only group
and study group was 4 years and 2,5 years, respectively
(p:0.002). The stages of the disease were significantly at earlier
periods in the surgery only group (p<0.001). All the cases were
primary infertile. Endometrioma cysts were detected in 119
(84%) patients, and 24 (17%) of them had bilateral endometri-
omas. Fifty-nine (41.8%) patients had Stage 1 and Stage 2 en-
dometriosis, and 82 (58.2%) had Stage 3 and Stage 4.
According to the records, in 23 (16.3%) patients, at least one of
the tubes showed patency after chromoperturbation.

Forty-six (32.6%) of all patients had conceived sponta-
neously during the postoperative one-year period. Of these, 29
(49.2%) had Stage 1 and Stage 2 endometriosis, and 17
(20.7%) had Stage 3 and Stage 4. The cumulative fecundity
rates were also analyzed according to the stage of en-
dometriosis and the age of the patients. The pregnancy rates
after laparoscopic surgery and IVF-ET are shown in Table 2.



Table 1: Demographic and clinical features of the cases
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Variables Total (n=141) Spontanenous IVF group P value®
pregnancy group (n=46) (n=95)
Age 29,614,9 (20-45) 27,4+3,6 (20-36) 30,7+5,0 (21-45) <0,001
Infertility Duration 4 (1-18) 2,5 (1-9) 4 (1-18) 0,002
Stage
Stage I-lI2 59 (41,8) 29 (63,0) 30 (31,6) <0,001
Stage IlI-IV* 82 (58,2) 17 (37,0) 65 (68,4) <0,001
a: Data presented as n (%), b: The differences between groups is statistically significant
Table 2: Pregnancy rates according to all stages and patients
Stage I-ll Stage IlI-IV Total

n % n % n %
Number of Patients 59 41.8 (59/141) 82 58.2 (82/141) 141 100.0
Spontaneous 29 49.2 (29/59)2 17 20.7 (17/82)2 46 32.6 (46/141)°
Pregnancy
IVF Treatment 30 31.6 (30/95)2 65 68.4 (65/95)° 95 100
Group
Pregnancy After IVF 16 53.3 (16/30)2 18 27.7 (18/65)° 34 35.8 (34/95)°
All Pregnancies 45 76.3 (45/59)2 35 42.7 (35/82)2 80 56.7 (80/141)

a: The differences between stage I-Il and stage Ill-1V is statistically significant p<0.001, b: The differences between the rate of spontaneous preg-

nancy and pregnancy after IVF is not statistically significant p>0.05

Ninety-five (67.4%) patients who did not conceive sponta-
neously underwent the IVF/ET procedure. Eighteen (12.7%)
of the patients underwent IVF/ET six months after the surgery
due to advanced age (=35 years) and other factors, with a me-
dian of one (min-max: 1-2) IVF/ET cycle. Seventy-seven
(54.6 %) patients underwent IVF/ET one year after the sur-
gery, with median of two (min-max: 1-4) IVF/ET cycles. Of
these 77 patients, 52 underwent IVF/ET at the current clinic,
and the other 25 were followed up by a telephone call.

In all patients, the pregnancy rates were 25.5% (n=36) at
the end of the sixth month, 45.4% (n=64) at the end of the 12
month, 53.2% (n=75) at the end of the 24" month, and 56.7%
(n=80) at the end of 34" month. After the 34" month, the preg-
nancy rates reached a plateau and remained constant thereafter
(Figure 1). In both the Stage 1 and Stage 2 patients, the preg-
nancy rates were 40.6% at the end of the sixth month and
72.8% at the end of the 24" month. At the end of the 34%
month, the pregnancy rate was 76.3% and remained constant
thereafter. With regard to the Stage 3 and Stage 4 patients, the
pregnancy rate was 14.6% at the end of the sixth month and
39% at the end of the 24" month. At the end of the 29" month,
the pregnancy rate was 42.7%, and it remained constant there-
after. The cumulative pregnancy rates of the Stage 1 and Stage
2 (76.3%) patients were significantly higher than the preg-
nancy rates of the Stage 3 and Stage 4 (42.7%) patients
(Figure 2). The pregnancy rates of the Stage 3 and 4 patients
were significantly lower than those of the Stage 1 and Stage 2
patients (p<0.001).
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Figure 1: Kaplan-Meier curve showing cumulative pregnancy
rates for all patients

The pregnancy rate of the group of patients aged 35 years
or below was 31.9% at the end of the sixth month and 51.3%
and 60.3% at the end of the 12" and 24" months, respectively.
At the end of the 34" month, the pregnancy rate in this group
was 62.4%, and it remained constant thereafter. In the group
of patients above the age of 35 years, there was no pregnancy
at the end of the sixth month. In this group, the pregnancy rate
was 10.5% at the end of the 12th month, 16.9% at the end of
the 24™ month, and 25.3% at the end of 29" month. After the
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29" month, the pregnancy rate remained constant (Figure 3).
In the group of patients older than 35 years, the pregnancy rate
was statistically significantly lower than those aged 35 or
below (p=0.003).
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Figure 2: Kaplan-Meier curves showing cumulative pregnancy
rates according to stages
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Figure 3: Kaplan-Meier curves showing cumulative pregnancy
rates according to age

Thirty-four of 95 patients who had IVF treatment con-
ceived (35.8%). Thirty of 95 patients were Stage 1 and 2 pa-
tients (31.6%) and 65 were Stage 3 and 4 patients (68.4%).
Sixteen of 34 patients who conceived (53.3%) were Stage 1
and 2 patients, and 18 were Stage 3 and 4 patients (27.7%).
The spontaneous pregnancy rate was 32.6% in the surgery
only group. After adding IVF-ET to the laparoscopic en-
dometriosis surgery, the total pregnancy rate was 35,8% in the
study group. The pregnancy rate was higher in the laparo-

scopic endometriosis surgery and IVF-ET group compared
with the surgery only group, but showed no statistically sig-
nificantly difference (p>0.05).

Discussion

Endometriosis is a common benign gynecologic disorder
in patients with infertility. The answer to the question “Does
surgery improve fertility?” is still controversial. In the current
study, we evaluated the effect of IVF-ET on pregnancy rates
in women who underwent laparoscopic endometriosis surgery
due to infertility and compared these with pregnancy rates of
women who conceived spontaneously after surgery. The ma-
jority of our patients had endometrioma in different sizes.
Forty-six of 141 patients conceived spontaneously after la-
paroscopic surgery. Of these, 95 formed the IVF-ET group
after at least one year of follow up (range; one to eight years).
The pregnancy rate in the group who conceived spontaneously
was 32.6%, and it was 35.8% in the IVF-ET group.

Laparoscopy is the gold standard in the diagnosis and
treatment of endometriosis-related infertility. Although the use
of laparoscopy surgery for endometriosis and related infertil-
ity has become widespread, there is no consensus in the liter-
ature on whether surgery increases pregnancy rates in women
who have endometriosis-related infertility.

The management of endometriosis-related infertility is
rather difficult, as there are no well designed prospective ran-
domized studies comparing endometriosis surgery with artifi-
cial reproductive techniques. Some researchers suggested that
surgery increases the pregnancy rates.® A meta-analysis of two
studies found that surgery increased fecundity in infertile en-
dometriotic patients.’ They concluded that restoration of tubo-
ovarian anatomy might be increased conception rates. Cirpan
et al reported that spontaneous pregnancy rate was 44%, after
surgical treatment of endometriosis related infertility in their
retrospective study.” Donnez et al indicated that the pregnancy
rate after two IVF cycles was 61%.1°

On the other hand, other researchers claimed that surgical
removal of endometriomas is not required before IVF-ET but
that cyst aspiration may be beneficial after failed IVF at-
tempts.!! In a review, the authors concluded that the absolute
benefit of surgery for endometriosis-related infertility seems
smaller than believed.!? There are few studies focused on post-
operative treatment methods for patients who fail to respond
to surgery.'? Similarly, there is limited study of whether the ad-
dition of IVF-ET to surgery could affect pregnancy rates in pa-
tients with endometriosis-related infertility. Somigliana et al
evaluated IVF outcome in patients underwent laporoscopic bi-
lateral endometrioma surgery.'* They found that IVF outcome
is significantly impaired in women operated on for bilateral
ovarian endometriomas. In our study, bilaterality was only
17%, this is the why our study population has a better preg-
nancy rates after surgery. Maybe we have done less damage,



but we could not evaluate the extent of ovarian damage such
as using ovarian reserve tests after surgery.

The surgical technique performed during operation is also
important which determines the possibility of fertility. There
are two main points that should be considered; one of them is
preventing the injury to the follicular reserve that follows sur-
gical excision of ovarian endometriomas, and the second one
is preventing post-surgical formation and re-formation of ad-
hesions.!> Randomized controlled trials showed that the exci-
sion technique is associated with a higher pregnancy rate and
a lower recurrence rate, although it may cause severe injury to
the ovarian reserve than the coagulation technique.'¢ As a clin-
ical approach, we performed a mixed technique that combines
maximum excision and minimum ablation to remove en-
dometrioma cysts.

When we carefully analyze the cumulative pregnancy
rates, the postoperative period seems to be particularly suit-
able for conception. The fecundity rates within the 12 months
after the surgery were significantly higher than the other six-
month periods. Additionally, we found out that there was a
significant negative correlation between the severity of the
disease and spontaneous pregnancy rates. This highlights the
fact that endometriosis is a progressive disease, which lowers
fecundity rates over time due to the damaging effect of the dis-
ease on ovarian reserve. Given the adverse effect of en-
dometriosis on fecundity, patients should be advised to con-
ceive as soon as possible after laparoscopic surgery.

We also analyzed the IVF-ET treatment group who could
not conceive spontaneously after laparoscopic surgery. A liter-
ature search showed that there are limited data on the man-
agement of patients who are still unable to conceive after la-
paroscopic surgery. It was shown that IVF-ET resulted in high
pregnancy rates in patients with endometriosis-related infertil-
ity who had unsuccessful surgery and the average time be-
tween surgery and pregnancy was calculated as less than two
years in this population.!” Studies have attributed endometrio-
sis-related infertility to negative effects of the peritoneal envi-
ronment, abnormal sperm transportation mechanisms, and
ovulatory dysfunction corrected by IVF-ET.!2

However, a meta-analysis of two randomized studies re-
vealed that endometriosis reduced all markers of the repro-
ductive process and that this, in turn, caused the pregnancy
rates of patients who had IVF-ET treatment due to en-
dometriosis to decrease by half, whereas the pregnancy rates
of those who had IVF-ET treatment due to tubal factors de-
creased only by 70-75%.1%

According to our study, patients with endometriosis-related
infertility may have a slightly increased chance of becoming
pregnant with a laparoscopic surgery-IVF combined approach.
Coccia et al found that pregnancy rate was higher in surgery-
IVF combined group than surgery-only group and this result
was similar to our study.!® The laparoscopic surgery-IVF com-
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bined approach might result in significantly higher pregnancy
rates compared to laparoscopic-only endometriosis surgery.

In another study, the researchers reported that surgery
should not be the first step in the treatment of Stage 4 en-
dometriosis for infertile patients. They proposed that IVF-ET
should be the first-line treatment in Stage 4 endometriosis be-
cause of the severe inflammation that occurs in Stage 4 dis-
ease. They argued that surgery could increase this inflamma-
tion and could reduce fecundity rates, in addition to damaging
the ovaries and diminishing the ovarian reserve. This effect
was seen in Stage 4 endometriosis patients whose pregnancy
rates were very low after a surgery-IVF combined approach
because of tubal factors compared with the same patient group
who had IVF treatment.?’ Afterwards in a similar study it was
shown that advanced stage endometriosis following surgery
had worse prognosis for IVF-ICSI treatment compared milder
stages and tubal factors.?! According to a study on the surgical
management of endometriomas, surgical treatment of en-
dometriomas has no significant effect on either IVF pregnancy
rates or the ovarian response to stimulation compared to the
case of no treatment.?? In contrast to this study, we found in-
creased pregnancy rates, but we did not evaluate ovarian re-
serve and response to the stimulation in the current study.

Although the mean age of the patients was significantly
lower in spontaneous pregnancy group, and these patients
were in early stage, the pregnancy rates were found higher in
patients who underwent surgery and IVF-ET combined ap-
proach. The strengths of our study are its follow-up period
(eight years) and the number of patients. The limitations are its
retrospective design, the customization of the IVF, the lack of
ovarian reserve indicators and response to the stimulation in
IVF-ET group and also the absence of pregnancy outcomes.

In conclusion, after surgical treatment of endometriosis re-
lated infertility, the pregnancy rates seem to be improved
slightly. Surely treatment of the patients with endometriosis
related infertility should be individualized. However, as a first
step in treatment, surgery might be offered to the patients who
want to conceive and IVF might be selected as a second-line
treatment after endometriosis surgery. We propose that [VF-
ET may contribute to the treatment of patients with severe en-
dometriosis and in those who cannot conceive after surgery. A
combined approach may produce the best pregnancy rates in
endometriosis patients. We think that further randomized, well
designed, controlled studies with more participants may be
strengthening evidence of the role of surgery and IVF-ET
combined approach.

Laparoskopik Endometriozis Cerrahisi Yapilan
Kadinlarda iVF-ET Prosediirii Gebelik
Oranlarmi Arttirir m?

OZET

AMAG: Laparoskopik endometriozis cerrahisi sonrasi in Vitro
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Fertilizasyon-Embriyo Transferi (IVF-ET) yapilan kadinlarda
gebelik oranlarini arastirmak ve IVF-ET’nin basarisini deger-
lendirmektir.

GEREC VE YONTEM: Bu retrospektif calismaya, laparoskopik
endometriozis opreasyonu yapilan 141 primer infertil kadin da-
hil edilmistir. Cerrahi sonrasi hastalar 1 yildan 8 yila kadar ta-
kip edilmis ve operasyon sonrasi gebe kalamayan 95 hastaya
IVF-ET (calisma grubu) yapilmistir.

BULGULAR: Gebelik orani calisma grubunda %35,8 ve sade-
ce laparoskopik cerrahi yapilan grupta %32,6 idi (p>0,05).
Laparoskopik cerrahi sonrasi, IVF ile veya IVF’siz, toplam ge-
belik orani ilk 12 ayda %45,4 olup diger dénemlerden daha
yuksekti (p<0,001). Evre 3-4 endometriozisi olan kadinlarda
gebelik orani evre 1-2 olanlardan daha dusukti. Dahasi, fe-
kundite orani 35 yasindan buytklerde 35 yasindan kuigtklere
gore istatistiksel olarak anlamli diizeyde diisuktu (p=0,003).

SONUG: Bu calismada laparoskopik endometriozis cerrahisi
ve IVF-ET’de gebelik oranlari sadece cerrahi yapilanlarla kar-
silastinldiginda daha ylksekti fakat bu fark istatistiksel olarak
anlamh degildi. Bu nedenle, cerrahi sonrasi gebe kalamayan
endometriozis ile iliskili infertilitesi olan kadinlara IVF-ET &ne-
rilebilir.

Anahtar Kelimeler: Endometriozis, Laparoskopik cerrahi,
IVF-ET, infertilite
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