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Abstract

Background: Management of recurrent endometrioma
should balance between the risk of unexpected hidden
malignancy and the damaging effect of second surgery to
ovarian tissue. Dienogest is a fourth generation of progestin
and has been used in endometriosis with effective and save
reports.

Patients and methods: Between April 2015 and August
2016, the recruitment was started to include women with
symptomatic recurrent endometrioma after surgery, their
ages between 18 — 40 years. The adenxial masses had been
evaluated by transvaginal ultrasound to prove the diagnosis
which required the presence of ground glass echogenicity
and one to four compartments and no papillary structures
with detectable blood flow, after signing an informed
consent, all patients received dienogest tablet 2 mg daily for
52 weeks. Numeric pain scale, and transvaginal ultrasound
were used to evaluate all patients on monthly basis in the
first three months, then every three months.

Results: Twenty patients had been enrolled with minimum
follow up after stopping the treatment is six months up to
one year. The size of the cysts ranged from 3.2 cm up to 7
cm, with mean size 5.46 cm, after three months of
treatment; mean numeric pain score was 2.5 versus 5.1 on
presentation (P<0.001), and the mean of largest diameter of
the cyst became 3.1 cm versus 5.45 cm on presentation
(p<0.001). By the end of the 6th month of treatment, we
had residual cysts (1.8cm) in two patients only which
remain in their size until the end of treatment. With the end
of follow up no report of recurrence of symptoms neither
evidence of ultrasound features of recurrence.

Conclusion: Dienogest 2mg per day is a well-tolerated
therapy for recurrent endometrioma with safe side effect
profile. It can make the patient pain free and reduce the size
of the cyst within three months.

Keywords: Recurrent endometrioma; Ovarian tissue;
Clinician

Introduction

Endometriosis is a well-recognized gynecological problem
which has a spectrum of presentations range from
asymptomatic presentation, pain, infertility, to adnexal mass [1].
Endometriosis affects 6-10% of women of reproductive age,
from these women, 17-44% have ovarian endometriosis, where
there is a chocolate fluid —containing cyst within the ovary with
ectopic endometrial tissue lining which is called ovarian
endometrioma or chocolate cyst [2].

The presentation of patients with endometrioma also has the
same spectrum of presentation of endometriosis in general, and
the clinician should suspect the presence of this condition when
he/she feels an adnexal mass, yet normal physical examination
does not exclude the condition in clinically suspected cases [3].
The transvaginal ultrasound can diagnosis or role out the ovarian
endometrioma, the diagnosis of ovarian endometrioma in
premenopausal women depends on certain ultrasound
characteristics which include: ground glass echogenicity and one
to four compartments and no papillary structures with
detectable blood flow [4], which had been adopted in the ESHRE
guidelines [5].

The debate will start when we reach to the management of
endometrioma, probably one can find no much debate in
asymptomatic patient with typical ultrasound features, where
the expectant management is the suitable option. The rate of
unexpected malignancy has been found in 1% in patients with
typical features of endometrioma [6], so other factors will
influence the decision in an asymptomatic patients like the rate
of growth, the age of patients, and personal and family history
of breast and ovarian malignancies [7].

In symptomatic patients, the associated symptoms usually
guide the choice of treatment, and the management options
include medical, surgical, or both. The presence of
endometriomas and the surgical management of them both
have a damaging effect on the ovarian function and reserve [8],
this fact creates the debate on the ideal management infertile
women. The choices here will be either to go to IVF versus
surgical management by laparoscopy [1].

The recurrence rate after surgical management ranges from
12-30% over a period of 2-5 years follow up [9], and it may be
higher if we take into consideration the asymptomatic cases [3].
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Regardless; the percentage of recurrence, the recurrent
endometrioma represents a clinical challenge, where the
surgery is generally discouraged due to high risk of damage to
ovarian reserve; on the other hand, the recurrent
endometrioma is associated with a significant risk of unexpected
malignancy, particularly in patients older than 40 years [7].

This high recurrence rate may explain the growing evidence to
support the postoperative use of medical treatment for at least
18-24 months, as one of the options for the secondary
prevention of endometriosis-associated dysmenorrhea; this
does not have proven the benefit for the secondary prevention
of non-menstrual pelvic pain or dyspareunia [5].

If we exclude recurrent endometrioma after 40 years old,
where the ovarian function preservation is not an issue, and the
relatively high risk of malignancy, the management of recurrent
endometrioma by surgical intervention is controversial where
there is growing evidence that second surgical intervention may
produce significant ovarian damage, in addition to difficulties
that the second surgeon will face them due to adhesions [10].

With this dissatisfaction for the surgical intervention, there
are different studies examined the efficacy of medical
treatment, gonadotropin-releasing hormone (GnRH) agonists,
danazol, aromatase inhibitors, and oral contraceptive pills. The
use of these medical treatment has more than one limitations
related to the tolerance, long-term side effect, and the cost
[5,10,11].

Progestin has typically used in the treatment of endometriosis
in those who are intolerant to combine pills. Dienogest is a
fourth generation of this group and has been proved to be
effective and safe in this indication [12,13].

This study will evaluate the use of dienogest 4 mg tablet in
those who have recurrent endometrioma after surgery, and its
efficacy in reliving the symptoms, and preventing recurrence.
The study has a secondary endpoint of the efficacy in restoring
pregnancy when the infertility is of concern.

Patients and Methods

This study has been approved by the scientific committee in
the Obstetrics and Gynecology department in Al-Mustansyria
College of medicine. Once it had been approved the recruitment
started from April 2015 till August 2016.

The inclusion criteria were women with previous history of
laparotomy for ovarian cyst and it was proved by
histopathological examination as chocolate cyst, and they have
presented at time of recruitment with symptoms suggestive of
recurrence of endometrioma, and the last has been proved by
transvaginal ultrasound with typical features of endometrioma,
atypical features has been evaluate by pelvic MRI. The upper
limit of the age was 40 years old. Those women who presented
at time of recruitment with emergency state and they had a
second surgery has been excluded, women planned to have
pregnancy were excluded, and those with personal or family
history of ovarian or breast cancer also were excluded, finally
those women with atypical ultrasound and MRI criteria.
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The ultrasound criteria for the diagnosis of ovarian
endometriosis depended on the published ultrasound
characteristics of ovarian endometrioma by Van Holsbeke, et al.
which required the presence of ground glass echogenicity and
one to four compartments and no papillary structures with
detectable blood flow [5].

All women signed an informed consent after they had heard
informations which included possible alternatives to Dienogest
and possible side effect, and the rationale to use this drug and
the duration of treatment.

The numeric pain rating scale (0-10) was used to assess the
response of dysmenorrhea, dyspareunia, and chronic pelvic pain
to treatment, and was assessed monthly in the first three
months and later every three months. The pain scale is showed
in Table 1 [14].

Table 1: Numeric rating scale.

Rating Pain level

0 No pain

1-3 Mild Pain (nagging, annoying, interfering little with daily activities)
4-6 Moderate Pain (interferes significantly with daily activities)

7-10 Severe Pain (disabling; unable to perform daily activities)

The largest diameter of the cyst was assessed by transvaginal
ultrasound, and then checked monthly for the first three
months, then every 3 months.

The dose of Dienogest was 2 mg per day, to be taken after
meal, in the same time every day, the missed dose can be taken
with 12 hours of the usual time, and otherwise it should be
recorded as missed dose. There was clear instruction to all
patients to stop treatment and consult the medical services as
soon as possible if there was any tenderness, or swelling in one
leg.

The women were instructed to have monthly visit, and during
each visit the pain scale was assessed, and any vaginal bleeding,
gastrointestinal  disturbance were recorded, then the
compliance with the treatment was assessed. General
examination, with vaginal examination to assess the local sign,
then transvaginal ultrasound was done to assess the size of the
cyst.

Statistical analysis

Anderson Darling test of normality was performed and all
continuous variables follow normal distribution except duration
of treatment was none-parametric, paired t test used to analyze
the statistical difference from baseline to 3 months for pain
score and cyst size, while chi square test used for categorical
variables, Kaplan—Meier analysis used to estimate cumulative
median duration of treatment for each treatment, the Logrank
test used to calculate the p value and compare the significant
between each groups, all analysis performed using SPSS version
21.0
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Results

After the approval of this study, the recruitment was started
and during the first six months of study 12 patients entered the
study, and another 8 over the next seven months (beginning of
August 2016), so total 20 patients had been enrolled and all of
them has received treatment for 52weeks, and the minimum
follow up after stopping the treatment is six months up to one
year.

The baseline characteristic of the study group is shown in
Table 2, where we can see that 9 women (45%) are between
35-44 years old. All of them have presented after two years from
the date of the surgery, 90% of them before the mid of the third
year, and the other before they finished the third year after
surgery. The most common presentation was both
dysmenorrhea and dyspareunia in 13 patients, and 8 patients
have presented with infertility with or without pain.
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Criteria On . 3 months on P value
presentation treatment

Mean numeric pain score 5.1 25 <0.0012
Mean size of cysts (em):| 5461161 | 3.1:065 <0.001
mean + SD
Percentgge of patient using 100 65 0.0045
analgesia
3Paired t test
bchi square test

The response of pain against time factor has been studied
using Kaplan-Meier graph, in Figure 1, where we have two lines,
one for those with less than 5 cm size and one with more than 5
cm, in both lines we can see that after three months around 65%
still not symptoms free, but after 5 months this cumulative
percentage is reaching to zero.
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Dysmenorrhea 6 30% Duration of treatment (months)
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ZZTJ‘:;‘E'S“)Q (?;’:;‘;‘:23:293 &1 43 65% Figure 1: Kaplan-Meier graph for comparison of symptoms
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The diagnosis was direct forward as all patients had reports of
previous surgery which proved the diagnosis of chocolate cyst,
and in the current presentation they have the classical picture of
recurrent endometrioma by transvaginal ultrasound. The size of
the cysts ranged from 3.2 cm up to 7 cm, with mean size 5.46 cm
and as Table 2 shows, 13 patients (65%) had cyst size larger than
5cm.

After three months of treatment with dienogest, Table 3
shows the comparison in three parameters; mean numeric pain
score, mean size of the cyst, and percentage of patients using
analgesia, and we can see a significant improvements in all the
three parameters after three months of treatment.

Table 3: Clinical and radiological progress three months from
presentation.

© Under License of Creative Commons Attribution 3.0 License

by log rank test in Table 4 where the P value is 0.6.

Table 4: Test of equality of the symptoms free distribution
functions (DF=1).

Statistic Observed Critical value p-value
value
Log-rank 0.275 3.841 0.600 (NS)

NS=not significant

The most frequent adverse events were the break through
bleeding, and it occurred in 20% of patients and it occurred in
first three months of treatment only. Two women (10%) only
had consulted for pain in the lower limbs, and Doppler done in
all of them, which was normal. By the end of the 6th month of
treatment, we had residual cysts (1.8 cm) in two patients only
which remain in their size till the end of treatment. With the end
of follow up no report of recurrence of symptoms neither
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evidence of ultrasound features of recurrence. Of the 8 patients
who were complaining from infertility beside pain, two of them
conceived after stopping treatment (52 weeks), while the other
failed to have that.

Discussion

During the recruitment period, there were larger number
than the number included in this study who had presented with
recurrent endometrioma after surgery but it was not feasible to
study the recurrence rate after surgery, although having 20
patients within 16 months with such condition points to the high
rate of recurrence after surgery which was showed to be as high
as 30% in different studies [5].

All the patients were not on maintenance treatment after
their first surgery, this point needs to be considered in the future
and should be evaluated where we can find increasing evidence
for that, Vercellini P et al in 2010, showed that the incidence of
recurrence after surgical management of endometrioma was
10% only in those received contraceptive pills, and it was 40% in
those who did not receive any treatment [15].

Choosing medical treatment for recurrent endometrioma will
face argument for two reasons, first; is how much we are
confident in excluding malignancy, second; cysts larger than 3
cm may carry risk of surgical emergencies. The first point can be
resolved for our cohort for many reasons, the first reason is that
all the patients are below 40 years, with negative family and
personal history of malignancies, another point is that the
duration between the surgery and the recurrence was more
than 2 years which is long period for malignancy, plus the rate of
growth before enrollment in the study and ultrasound features
all were typical for endometrioma, and all the mentioned
parameters should be considered in making the decision for
endometrioma management [16]. Regarding the cysts size,
definitely the cyst size play role in making the decision, and we
can find clear decision for cysts larger than 10 cm to go for
surgery, even in the presence of typical ultrasound features [17],
and this due to higher possibility of having unexpected non
benign growth [18]. Smaller than this size will be evaluated as a
factor among several factors, and in our study the maximum size
was 7 cm, and the mean was 5.46 cm, and many studies and
trials had enrolled patients with same size [10].

After we have come across two arguments against medical
treatment, we end with patients with symptomatic recurrent
endometrioma with low risk of presence of malignancy, and low
risk for urgent events that need surgery; here the issue of
ovarian function preservation will play a big role in selecting the
line of management. The second surgery will make more
damage after the first one [19], and generally the surgery for the
recurrent endometrioma is discouraged and oral contraceptive
pills and progestins are the first line treatment [5,20], and as
stated above, all our patients carries low risk for malignancy.

This study had enrolled 8 patients with infertility, here the
condition is more complicated, where the second surgery will
affect ovarian function more, and the endometrioma affect it
also, and this due to mechanical effect plus the inflammatory
response secondary to the oxidative stress. Studies have showed
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that neither the presence of endometrioma nor the surgical
removal of it affects the outcome of IVF, so it was recommended
to go for IVF in women seeking pregnancy [20]. Unfortunately
the IVF was not feasible to our patients and some refused to go
through it. Taking in consideration the low rate of pregnancy
with conservative approach which ranges from 0-25%, and the
damaging effect of second surgery, both factors encourage us to
go through medical management, and after the treatment, 4 out
of 8 with infertility conceived. However this approach may not
attractive with the increasing availability of IVF in our country by
which the patient can have pregnancy in short time.

The choices of medical treatment are several, and according
to more than one guidelines, the selection should take in
consideration the cost, side effect profile, and experience [2,5].
Dienogest 2 mg/day was compared with triptorelin 3.75mg once
every 4 weeks in a study for 16 weeks, and there was
comparable response between the two groups, with similar side
effect profile [21,22]. In another study from Japan, dienogest
was used in 135 women with endometriosis for 52 weeks,
around 73% of the women had responded at 24 weeks, and
more than 90% at 52 weeks. Mid-cycle bleeding was the main
side effect, occurring in 71.9% of women, these findings is
comparable to our study.

Conclusion

Dienogest 2 mg per day is a well-tolerated therapy for
recurrent endometrioma with safe side effect profile. It can
make the patient pain free and reduce the size of the cyst within
three months.
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