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ABSTRACT Study Objective: To estimate the effectiveness of Qlaira for endometrial preparation in women undergoing hysteroscopic
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polypectomy in the office setting.
Design: Randomized clinical pilot study (Canadian Task Force classification II-2).
Setting: Academic research environment.
Patients: Seventy-four cycling women undergoing hysteroscopic polypectomy (polyp size ,1.5 cm).
Interventions: Women were randomized to be operated on during the proliferative phase (cycle day 5–7) of a spontaneous
cycle (group A) or after 9 to 11 days of Qlaira intake (group B). Polypectomy was performed by using forceps and bipolar
electrodes when required.
Measurements andMainResults:The quality of visualization of the uterine cavity during the procedure (visual analog score
[VAS] 0–5, bad to optimal), total surgeon satisfaction (VAS 0–5, very difficult to easy to perform), and total patient satisfac-
tion (VAS 0–5, severe pain to no pain) were compared. Endometrial thickness before and at the end of the procedure was
significantly less in women in group B. Mean duration of interventions was shorter in group B than in group A. In addition,
vision quality, and surgeon and patient satisfaction rates were significantly higher in women in group B.
Conclusions: At 10 days before surgery, administration of Qlaira is effective for preparation of the endometrium for
hysteroscopic polypectomy in the office setting. With preoperative administration of Qlaira, the surgical procedure can be
performed more easily and faster, and both surgeon and patient satisfaction rates are improved. Journal of Minimally Invasive
Gynecology (2012) 19, 356–359 � 2012 AAGL. All rights reserved.
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Hysteroscopy is considered the criterion standard for the
diagnosis and treatment of endouterine diseases [1]. In fer-
tile women operative hysteroscopy is facilitated by an endo-
metrium that is as thin as possible. A thin endometrium
makes all intrauterine maneuvers easier, ensures good visual
control, reduces the operative time, increases ease of sur-
gery, and decreases the risk of fluid intravasation [2–5].
This is particularly true in the case of office procedures in
which 5F forceps or Versapoint electrodes are used. It is
common experience that during office polypectomy, a few
minutes after the start of the procedure, the unprepared
endometrium tends to absorb the distention fluid and to
become swollen, and the procedure may become difficult
to accomplish. For this reason, in natural cycles, the days
immediately after menstruation are considered the best
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time for hysteroscopic surgery. However, to schedule and
perform interventions in the few days of the early
follicular phase may produce organization problems. To
avoid this temporal limit, several drugs have been
proposed to minimize the endometrial thickness.

Administration of gonadotropin-releasing hormone
analogues (GnRH agonist) is an effective method for endo-
metrial preparation. Reliable thinning of the endometrial mu-
cosa is obtained after 2 months of therapy [4–6]. However,
because of cost and potency, GnRH agonists are actually
overtreatment in cases of ‘‘minor’’ hysteroscopic surgery
such as removal of endometrial polyps or uterine septae.

Because of its androgenic characteristics and capacity to
reduce circulating estradiol and progesterone concentrations,
danazol at a dose of 600mg/d orally for 6 weeks produces re-
liable endometrial atrophy. Danazol is less expensive than
GnRH agonists, but could induce unfavorable adverse effects
because of its antiestrogenic activity and androgenic propen-
sity [7]. Gestrinone, a trienic steroid with antiestrogenic and
antiprogestinic activities, is capable of reducing uterine vol-
ume, menorrhagia, and endometrial thickness [8]. Recently,
14-day administration of nomegestrol acetate, a progestogen
with high progestogen potency effects, was effective for rapid
endometrial preparation for operative hysteroscopy [9].

Oral contraceptives also have been proposed as a simple
and inexpensive treatment for obtaining a thin endometrium.
Grow and Iromloo [10] reported that a monophasic com-
bined low-dose oral contraceptive containing 150 mg deso-
gestrel and 30 mg ethinylestradiol, when started in the early
follicular phase, maintains a reliably thin endometrium:
mean (SD), 4.1 (1.6) mm, as measured at ultrasonography
in 100 women on day 18 of the oral conctraceptive pill pack.

In recent years, Qlaira (Bayer-Schering Pharma AG,
Berlin, Germany), an oral contraceptive containing estradiol
(E2) rather than ethinylestradiol and dienogest, a progestin
with strong endometriotopic acitivities, has been introduced
on the market. In theory, this formulation would have some
advantages over traditional oral contraceptives for endome-
trial preparation because it combines the advantages of E2,
which is about 1000 times less potent than ethinylestradiol,
with those of dienogest, a specific progesterone receptor ag-
onist with strong antiproliferative endometrial activity. In
Qlaira, the composition of the differently colored tablets
containing 1 or 2 active ingredients is as follows: 2 dark yel-
low tablets, each containing 3 mg E2 valerate; 5 medium red
tablets, each containing 2 mg E2 valerate and 2 mg dieno-
gest; and 17 light yellow tablets, each containing 2 mg E2
valerate and 3 mg dienogest.

The objective of the present study was to estimate the ef-
fectiveness of Qlaira for endometrial preparation in women
undergoing hysteroscopic polypectomy in the office setting.
For this reason, in a randomized study we compared the en-
dometrial thickness, duration of the procedure, and surgeon
and patient satisfaction in 2 groups of women, 1 operated on
in the early follicular phase of a natural cycle and the other
after 10 days of Qlaira therapy.
Materials and Methods

From April 2010 to January 2011, 74 premenopausal
women referred to our department were enrolled in the
study. All reported regular menstrual cycles in the last 6
months, and office polypectomy was indicated because of
an echographic diagnosis of an endometrial polyp smaller
than 1.5 cm. The study was approved by our institutional re-
view board, and all women gave informed consent.

By means of a computer-generated randomization se-
quence, the women were randomized to undergo surgery in
the early proliferative phase (cycle day 5–7) of a spontaneous
cycle (groupA)or after 9 to 11 days ofQlaira intake (groupB).
Patients were instructed to not take the first 7 tablets (2 dark
yellow tablets and 5 red tablets), and to start at the beginning
of menstruation with the light yellow tablets for 10 days.

Before hysteroscopy, patients underwent transvaginal ul-
trasonographic evaluation of the uterine cavity. Echography
was performed using a 5-MHz transvaginal transducer
(Aloka Prosound Co. Ltd., Tokyo, Japan) by a physician ex-
perienced in ultrasonography (V.P.). Endometrial thickness
was measured as the maximal distance between the 2 myo-
metrial interfaces on a longitudinal scan, taking care to avoid
the polyp in the measurement.

Office hysteroscopies were performed via the vaginoscopic
approach using a lens-based 2.9-mm outer diameter telescope
equipped with a 4.5-mm outer diameter double-flow operative
sheath (Karl Storz GmbH & Co. KG, Tuttlingen, Germany).
Saline solution was used to distend the uterine cavity at a pres-
sure generated by simple drop froma bag suspended 1m above
the patient. A 300-W light source with a xenon bulb and
a 21-inch video color screen (Trinitron, PVM-20M2MDE;
Sony Corp., Shinigawa-ku, Tokyo, Japan) were used.

All polypectomyies were performed using 5F forceps and
bipolar electrodes (Gynecare Versapoint; Ethicon, Inc.,
Somerville, NJ) when required. All procedures were per-
formed without anesthesia.

At the end of surgery, the duration of the procedure was
calculated. In addition, surgeon satisfaction with endome-
trial preparation, quality of visualization of the uterine
cavity, and patient pain were compared. The surgeon
(E.C.), whowas unaware of the treatment, was asked to score
the quality of endometrial preparation and of visualization of
the uterine cavity during the procedure by marking two 5-cm
visual analog scales, from 0 (minimal) to 5 (maximal). Pa-
tients were also requested to score their pain using a visual
analog scale, from 0, (severe pain) to 5 (no pain).

Ultrasound measurement of endometrial thickness was
repeated at the end of the polypectomy.

The women were asked to report any adverse effects of
treatment, and then were discharged to home within 2 hours
after surgery.

Data are given as mean (SD) and 95% confidence interval
(CI). Data were compared using unpaired and paired t tests.
A p value ,.05 was considered significant. Power analysis
showed a value of 0.99 for all parameters measured.



Table 1

Percentage variation in parameters measured in 74 office

hysteroscopic polypectomy procedures

Variable Mean (SD) 95% CI p Value

Endometrial thickness (mm)

Before

Group A 5.1 (0.8) 2–14 ,.05

Group B 4.7 (0.7) 3–12

After

Group A 6.86 (0.9) 4–15 ,.05

Group B 4.6 (0.7) 3–15

Duration of surgery (min)

Group A 8.1 (1.8) 2–14 ,.05

Group B 7.5 (1.3) 4–16

Surgeon satisfaction (VAS)

Preparation quality

Group A 2.51 (1.0) 1–9 ,.05

Group B 3.97 (0.8) 1–10

Vision quality

Group A 2.8 (1.1) 1–8 ,.05

Group B 4.46 (0.6) 1–9

Patient satisfaction (VAS)

Group A 3.1 (0.9) 1–9 ,.05

Group B 3.9 (1.1) 1–10

Before 5 early proliferative phase (cycle day 5–7) of a spontaneous cycle

(group A); After 5 after 9–11 days of Qlaira intake (group B); VAS 5 visual

analog scale.

Fig. 1

Quality of visualization during polypectomy, and surgeon and patient

satisfaction rates in the treatment group vs the control group.

Fig. 2

Endometrial thickness at the beginning and the end of the procedure,

and duration of the intervention were significantly less in the treatment

group than in the control group (p , .05).
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Results

All procedures were successfully performed, and no ad-
verse effects or complications were reported. Results of en-
dometrial thickness measurements before and after
polypectomy, and surgeon and patient satisfaction rates are
given in Table 1. The 2 groups of women were homogeneous
insofar as age, parity, and polyp size (Table 2). Power anal-
ysis showed a value of 0.99 for all parameters measured.

Mean (SD) endometrial thickness was significantly less
in women in group B than in women in group A: 5.1 (0.8)
mm and 4.7 (0.7) mm, respectively, before the procedure,
and 6.9 (0.8) mm and 4.6 (0.7) mm after the procedure
(p , .05). Moreover, when considering mean variation be-
tween preoperative and postoperative endometrial thickness,
the value in group B was significantly lower than that in
group A.
Table 2

Patient characteristics

Variable

Group A (n 5 37) Group B (n 5 37)

p ValueMean (SD) 95% CI Mean (SD) 95% CI

Age, yr 29.1 (6.2) 19–41 28.7 (5.3) 18–40 .09

BMI 28 (6.0) 19–37 29 (5.0) 17–39 .06

BMI 5 body mass index; CI 5 confidence interval.
The duration of the intervention was significantly shorter
in group B than in group A (p, .05). Similarly, surgeon sat-
isfaction insofar as endometrial preparation and quality of
visualization of the uterine cavity was significantly higher
in group B than in group A (p , .05) (Fig. 1).

At hysteroscopy in 16 patients in group A (43.2%), the
endometrium demonstrated normal proliferative features
[11] and was flat and pink, whereas in 20 patients (55.5%),
the endometrial surface was irregular with dyshomogeneous
thickness, stromal edema, and altered vascularity. In con-
trast, in all but 3 of 33 women in group B (91.7%), the endo-
metrial surface appeared hypotrophic, regular, and pale, and
the endometrium remained thin during the procedure.

Surgeon satisfaction rate insofar as quality of visualiza-
tion during polypectomy was significantly greater in group
B than in group A. In addition, patient satisfaction rate
was greater in women in group B than in group A (Fig. 2).
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Discussion

Office operative hysteroscopy is facilitated by endome-
trial preparation [5]. Indeed, with a thin endometrium, the
uterine cavity is wider and more easily explored, intracavity
abnormalities (e.g., polyps and myomas) are easily detect-
able and frequently smaller compared with previous evalua-
tion. This implies that removal may be easier, operating time
shorter, and volume of distention medium needed for the
procedure lower. Therefore, the procedure may be safer
and better accepted by patients.

The results of the present study demonstrate that admin-
istration of Qlaira for 10 days provides rapid and effective
endometrial suppression. The short time needed to obtain
satisfactory endometrial preparation improves both patient
acceptability and working organization because it facilitates
scheduling and averts the need to postpone surgery for
a prolonged period.

Administration of oral contraceptives is not an original
technique for endometrial preparation [10]. Administration
for 10 days of a combined contraceptive pill containing 30
mg ethinylestradiol and 150mg desogestrel provided effective
endometrial thinning [10]. Of note,we obtained a satisfactory
and rapid endometrial preparation using an estrogenic expo-
sition that is markedly lower than that of ethinylestradiol.
This, in turn, may represent an advantage in terms of lower
endometrial proliferation, higher compliance, and lower
risks. Moreover, administration of progestin-like dienogest,
with a strong endometrial antiproliferative effect, may
contribute to explain the effectiveness of our treatment.
Accordingly, in a recent study, dienogest directly inhibited
proliferation of human endometrial epithelial cells, with
suppression of cyclin D1 gene expression [11,12].

Wewithdrew the first pills (2 containing onlyE2 and 5 con-
taining 2 mg E2 combined with 2 mg dienogest), and started
therapywith the light yellow tablets (2mgE2 and 3mg dieno-
gest) to maximize the combined effects of treatment.

In accordance with echographic measurements, direct
hysteroscopic exploration of the cavity demonstrated that
endometrial preparation was better in group B than in
group A. In approximately 92% of women in group B, the en-
dometrium was thin, pale, and regular. In contrast, in approx-
imately 55% of women in group A, the endometrial
appearance was variable and unpredictable. Surgeon satisfac-
tion was significantly greater in group B.

In conclusion, Qlaira provides fast, inexpensive, and
satisfactory preparation of the endometrium for operative
hysteroscopy. Satisfactory endometrial preparation can be
obtained with only 10 days of therapy, and this improves
acceptability and scheduling of hysteroscopic treatment.
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