Effectiveness of Levonorgestrel - Releasing Intrauterine
System in Perimenopausal Bleeding
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The study aimed to compare the effectiveness of conservative methods [Levonorgestrel (C,H,,0,) - releasing
intrauterine system (52 mg), endometrial ablation, hysteroscopy] vs. hysterectomy in perimenopausal
bleeding. The study population was represented by 270 women addressed to Genesiun Clinic between
2010-2018 for perimenopausal bleeding because of different pathological circumstances: endometrial
hypertrophy, polyps, uterine fibroids, endocervical lesions, chronic endometritis, intrauterine device (I1UD)-
related pathology, congenital abnormalities. The hysteroscopy is considered the method of choice in the
diagnosis/therapeutic management of hemorrhagic metropathy. The hysteroscopic surgery was superior to
hysterectomy, taking into account the postoperative complications and recovery, resumption of sexual activity
and working. Levonorgestrel-releasing IUS 52 mg proved safe and efficient in treating metrorrhagia associated
with endometrial dysplasia, uterine fibroids, and polyps. The bipolar electrosurgical VERSAPOINT system
demonstrated good results in the treatment of intrauterine pathology. Our results pointed out the alternative
of a surgery a few months after the hysteroscopy and endometrial ablation, and also the possibility of
repeating the hysteroscopy procedure after a while, in some cases.
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Menorrhagia is a frequent reason for women to seek
medical care, representing an increasingly common health
problem.

The Levonorgestrel (LNG) (C,H,0,) - releasing
intrauterine system (1US) is an effective medical treatment
option for menorrhagia. Emerging clinical and research
evidence suggests that this new treatment method has
major health benefits [1-3].

The quality of life improves significantly being
comparable to that gained by hysterectomy [4-8].

The costs are about half of those of hysterectomy after
1year of follow-up. Unscheduled breakthrough bleeding is
the most common side effect of the treatment. There are
different new theories about the mechanism underlying
this problem. Women with endometriosis or fibroids also
benefit from this treatment [9-12].

Because menorrhagia is often a reason for seeking
medical attention, it is important to consider the outcomes
and costs in order to provide the most appropriate care.

The LNG (C,H,,0,) -releasing IUS improves health-
related quality of life significantly at relatively low cost. Itis
the most effective medical treatment for menorrhagia,
comparable to surgical interventions. Although not all
women are successfully treated, about 60% avoid
hysterectomy and are satisfied with the treatment. Thus,
the LNG (C, H,,0,) -releasing IUS should be the first line
treatment for heavy menstrual bleeding, as the system is
not associated with serious complications [13-16].

Although hysterectomy has been considered as the
golden standard treatment choice for menorrhagia, 50%
of referrals to hospital ending to hysterectomy, the risk of
complications is high.

This is why the medical treatment should be
reconsidered as a first line therapy and before referral to a
specialist, the LNG (C, H,,0,) - releasing IUS should be
tried whenever there are no contraindications. Using LNG
- releasing 1US (52 mg), the incidence of hysterectomy
curettage, surgical sterilization, and oral contraceptives is
lower [17-19].

LNG (C,H,,0,) -releasing IUS 52 mg and endometrial
ablation represent two alternative and conservative
methods to the hysterectomy in menorrhagia treatment.

The study aimed to compare the effectiveness of LNG
(C,;H,,0,) -releasing IUS 52 mg, as a conservative method
for perimenopausal bleeding control, compared to other
conservative methods (hysteroscopy, endometrial
ablation) and to hysterectomy. The main monitored
parameters were the postoperative complications, the
postoperative recovery, the catamenial characteristics and
other symptoms, and also the satisfaction of patients
treated after one, six and twelve months.

Experimental part
Material and Methods

The subjects of this study were 270 women aged 35 to
49, with heavy menstrual bleeding caused by different
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pathological circumstances as endometrial hypertrophy,
polyps, uterine fibroids, endocervical lesions, chronic
endometritis, intrauterine device (IUD)-related pathology,
congenital abnormalities.

The study was approved by the Ethics Committee of the
Victor Babes University of Medicine and Pharmacy
Timisoara, in accordance to the Helsinki Declaration and
to some published models [20-26].

The study population was selected as to be eligible for
both conservative treatment methods or hysterectomy
(completed family size). They were divided in 3 groups
taking into account the treatment method chosen for
uterine bleeding control: Group A -hysterectomy; Group B
-endometrial ablation; Group C - LNG (C,H,,0,) - releasing
IUS 52 mg. Group B and GroupC represent it the Conservative
treatment groups.

The LNG-releasing IUS used in our study as an alternative
conservative treatment has a steroid reservoir (hormone
elastomer core) around the vertical stem (T-body
polyethylene frame). The reservoir contains a total deposit
of 52 mg Levonorgestrel [(-)-13-Ethyl-17-hydroxy-18,19-
dinor-17 a-pregn-4-en-20-yn-3-one], molecular weight
312.4], with an initial release rate of 20 pg/day of
Levonorgestrel. The reservoir is covered by a silicone
(polydimethylsiloxane) membrane. The polyethylene
frame contains barium sulfate, which makes it radiopaque.
A monofilament brown polyethylene removal thread is
attached to a loop at the end of the vertical stem of the T-
body.

Preoperative preparation consisted in administration of
Diphereline (Triptorelin - C H, N, .O,.) or Danazol

NO,) for 30 days in cases presentrng with menstrual
bIeed2 ing toreduce preoperative endocavitary blood supply
for a better visualization throughout the procedure.

The fluid distension liquid used was the saline solution
in case of VERSAPOINT bipolar electrode, or Ispirol
(Mannitol - C.H ,0, + Glicocol - CH NO) when a
resectoscopy "was performed usrng an Olympus
Resectoscope.

Results and discussions

Group A (hysterectomy) included patients with uterine
pathology, such as uterine fibroids, endocervical lesions,
endocervical lesions, adenomyosis, synechiae.

Group B and C included patients with endo-uterine
pathology, such as polyps, uterine fibroids, glandular
hyperplasia, except for 2 cases in which we used LNG-IUS
in reductive purpose, as the patients had endometrium
cancer, and other treatment was inadequate. Eighteen
other patients underwent a hysteroscopy followed by the
administration of an LNG-releasing 1US (52 mg).

At 6 months and after 1 year the situation was as
indicated in (fig. 1.).

Women treated by surgical hysteroscopy (groups B and
C) showed an improvement in morbidity indices and a
significantly shorter recovery period than the
hysterectomized ones (the average total recovery time:
21 + 7.4 days compared to 60+10.5 days, P < 0.0001,
ES).

Three weeks after the procedure time, 11% of the
hysterectomized patients and 68% of the group with
conservative surgery resumed sexual activity (P < 0.01,
FS). Also, 16% of group A and 80% of groups B and C were
fully recovered [a 64% difference, P < 0.0001, ES], 43% of
patients had resumed work. These results are supported
by similar published data [7, 8, 13, 14].

After 12 months from the procedure time, hysterectomy
was performed in 12 other women from the groups B and
C, in 4 cases for continuing symptoms; in 8 cases the
hysteroscopy procedure was repeated, 45 were
amenorrhoeic or had only a brown leakage. In group C, 45
patients had hypomenorrhea and 35 amenorrhea after one
year.

At 1 year, 86% from group A and 84% from groups B and
C were very satisfied with the surgical effect, while 93%
from group B and 91% from group A and C said they had
noticed a significant improvement in symptoms.

Our results seemed to be similarly as reported in many
other published data [17-19, 26-33].
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We have also followed up the body weight, the
hemoglobin (C,,H,...0...N..SFe,) and serum ferritin
[FeO(OH)] [Fe8 H'Po ﬁ ?evels the serum follicle
stimulating Flormone (FSP) (C,H,xN,,O,.5) levels in the
studied groups, at different time pomts ati)asellne after 6
months and / or after 12 months (figs. 2, 3 and.4).

We further evaluated the situation of the ovarian cysts,
vaginal discharge and urinary problems were also
monitored the studied groups (fig. 5, fig. 6 and table 1.)

75

70

There were no significant differences in results between
the cases treated by VERSAPOINT bipolar system and the
group treated by resectoscopy (using an Olympus
Resectoscope). A difference was noticed only concerning
a greater safety during surgery, related to the distension
medium - saline solution versus glycine + glycol. Tur
syndrome was avoided by using saline solution as a
distension medium.
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Fig. 5. Ovarian cysts (%) followed up in women
from the studied groups

Fig. 6. The vaginal discharge (%) in the studied

groups
Mirena Ablation Histerectomy
Method Infections Bladder emptying Stress
problems incontinence Table 1
LNG-TUS 32 mg 135 % 7 ENCOUNTERED URINARY PROBLEMS IN THE STUDIED
Hysterectomy 345 15% 6% GROUPS
Ablation 16%% %% N
Conclusions

The hysteroscopy is the method of choice in diagnosis
and therapeutic management of hemorrhagic metropathy
cases.

The hysteroscopy performed surgery was superior to
hysterectomy, taking into account the postoperative
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complications and recovery, resumption of sexual activity
and working.

The bipolar electrosurgical VERSAPOINT system is a safe
and effective alternative in the treatment of intrauterine
pathology. Our results allow us to mention the possibility
of a surgery a few months after the hysteroscopy and
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endometrial ablation, and also the possibility of repeating
the hysteroscopy procedure after a while, in some cases.

The LNG (C,H,,0,) - releasing intrauterine system
proved to be effective in reducing metrorrhagia associated
with endometrial dysplasia, uterine fibroids, polyps.
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