Abnormal uterine bleeding
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Updates on the Cerene cryoablation device; 2 studies that
assessed endometrial cancer after endometrial ablation;
longer-term data on relugolix combination therapy for
symptomatic uterine fibroids; and results of a randomized
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trial of linzagolix

ndometrial ablation continues to be
E performed in significant numbers in
the United States, with an estimated
500,000 cases annually. Several nonresec-
toscopic endometrial ablation devices have

been approved for use, and some are now dis-
continued. The newest endometrial ablation

believe this is important because of concerns
about the inability to access the endometrial
cavity after ablation, as well as the potential for
delay in the diagnosis of endometrial cancer.
It is interesting that 2 publications simultane-
ously reviewed the incidence of endometrial
cancer after endometrial ablation within the

Cerene therapy to gain US Food and Drug Adminis- past 12 months, and we therefore present those
cryoablation tration (FDA) approval and to have published findings as they provide valuable information.
device outcomes is the Cerene cryotherapy abla- Our second focus in this year’s Update is
. tion device (Channel Medsystems, Inc). The to provide additional information about the
this page results of 36-month outcomes from the CLAR-  burgeoning data on gonadotropin-releasing
) ITY study were published last year, and we hormone (GnRH) antagonists. We review
Endometrial have chosen to review these long-term data evidence on linzagolix from the PRIMROSE 1
ablation and in addition to that of a second study in which and PRIMROSE 2 trials and longer-term data
cancer investigators assessed the ability to access on relugolix combination therapy for symp-
page 16 the endometrial cavity postcryoablation. We tomatic uterine fibroids.

Long-term data
on relugolix
combination

Three-year follow-up after endometrial
cryoablation with the Cerene device
found high patient satistaction, low
hysterectomy rates
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Curlin HL, Cintron LC, Anderson TL. A prospective,  effectiveness of the Cerene device to treat heavy menstrual
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Curlin HL, Anderson TL. Endometrial cryoablation for
the treatment of heavy menstrual bleeding: 36-month
outcomes from the CLARITY study. Int ] Womens
Health. 2022;14:1083-1092.

he 12-month data on the clini-

cal safety and effectiveness of the

Cerene cryoablation device were
published in 2021 in the CLARITY trial.!
The 36-month outcomes were published in
2022 and showed sustained clinical effects
through month 36 with a low risk of adverse
outcomes.” The interesting aspect of this
trial is that although the amenorrhea rate
was relatively low at 12 months (6.5%), it
continued to remain relatively low com-
pared with rates found with other devices,
but the amenorrhea rate increased at
36 months (14.4%). This was the percentage
of patients who reported, “I no longer get
my period.”

Patient satisfaction was high
Despite a relatively low amenorrhea rate,
study participants had a high satisfaction rate
and a low 3-year hysterectomy rate. Eighty-
five percent of the participants were satisfied
or very satisfied, and the cumulative hyster-
ectomy rate was low at 5%.

The overall reintervention rate was 8.7%.
Six patients were treated with medications,
2 patients underwent repeat endometrial
ablation, 1 received a levonorgestrel-
releasing intrauterine device, and 12 under-
went hysterectomy.

At 36 months, 201 of the original
242 participants were available for assess-
ment. Unfortunately, 5 pregnancies were
reported through the 6-month posttreatment
period, which emphasizes the importance of
having reliable contraception. However, there
were no reports of hematometra or postabla-
tion tubal sterilization syndrome (PATSS).

Effect on bleeding was long term
The main finding of the CLARITY study is
that the Cerene cryoablation device appears
to have a relatively stable effect on bleeding
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for the first 3 years after therapy, with mini-
mal risk of hematometra and PATSS. What
we find interesting is that despite Cerene
cryoablation having one of the lowest
amenorrhea rates, it not only had a satisfac-
tion rate in line with that of other devices
but also had a low hysterectomy rate—only
5%—at 3 years.

The study authors pointed out that there
is a lack of scarring within the endometrial
cavity with the Cerene device. Some may find
less endometrial scarring worth a low amen-
orrhea rate in the context of a favorable satis-
faction rate. This begs the question, how well
can the endometrial cavity be assessed? For
answers, keep reading.

Can the endometrial cavity

be reliably accessed after
Cerene cryoablation?

Endometrial ablation has been associated
with intracavitary scarring that results in
hematometra, PATSS, and a concern for diffi-
culty in performing an adequate endometrial
assessment in patients who develop postab-
lation abnormal uterine bleeding.

In a prospective study, 230 participants
(of an initial 242) treated with Cerene cyroab-
lation were studied with hysteroscopic evalu-
ation of the endometrial cavity 12 months
after surgery.® The uterine cavity was acces-
sible in 98.7% of participants. The cavity was
not accessible in 3 participants due to pain or
cervical stenosis.

Visualization of the uterine cavity was
possible by hysteroscopy in 92.7% of study
participants (204 of 220), with 1 or both
tubal ostia identified in 89.2%. Both tubal
ostia were visible in 78.4% and 1 ostium was
visible in 10.8%. The cavity was not visual-
ized in 16 of the 220 patients (7.2%) due to
intrauterine adhesions, technical difficul-
ties, or menstruation. Also of note, 97 of the
230 participants available at the 12-month
follow-up had undergone tubal steriliza-
tion before cryoablation and none reported
symptoms of PATSS or hematometra, which
may be considered surrogate markers
for adhesions.

FAST
TRACK

The Cerene
cryoablation device
appears to have

a relatively stable
effect on bleeding
for the first 3 years
after therapy,

with minimal risk
of hematometra
and PATSS

CONTINUED ON PAGE 16
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CONTINUED FROM PAGE 15

WHAT THIS EVIDENCE MEANS FOR PRACTICE

Results of the CLARITY study demonstrated the clinical safety

and effectiveness of the Cerene cryoablation device at 12 months,
with sustained clinical effects through 36 months and a low risk of
adverse outcomes. Patient satisfaction rates were high, and the
hysterectomy rate was low. In addition, in a prospective study of
patients treated with Cerene cryoablation, hysteroscopic evaluation
at 12 months found the uterine cavity accessible in more than 98%
of participants, and uterine visualization also was high. Therefore, the
Cerene cryoablation device may provide the advantage of an easier
evaluation of patients who eventually develop abnormal bleeding
after endometrial ablation.

Tissue effects differ with
ablation technique

The study authors suggested that differ-
ent tissue effects occur with freezing com-
pared with heating ablation techniques.
With freezing, over weeks to months the
chronic inflammatory tissue is eventually
replaced by a fibrous scar of collagen, with
some preservation of the collagen matrix
during tissue repair. This may be different

from the charring and boiling of heated tis-
sue that results in architectural tissue loss
and may interfere with wound repair and tis-
sue remodeling. Although the incidence of
postoperative adhesions after endometrial
ablation is not well studied, it is encouraging
that most patients who received cryoablation
with the Cerene device were able to undergo
an evaluation of the endometrium without
general anesthesia.

Key takeaway

The main idea from this study is that the
endometrium can be assessed by office hys-
teroscopy in most patients who undergo
cryoablation with the Cerene device. This
may have advantages in terms of reducing
the risk of PATSS and hematometra, and it
may allow easier evaluation of the endome-
trium for patients who have postablation
abnormal uterine bleeding. This begs the
question, does intrauterine scarring influ-
ence the detection of endometrial cancer?
For answers, keep reading.

Does endometrial ablation place a
patient at higher risk for a delay in

Radestad AE Dahm-Kahler B, Holmberg E, et

al. Long-term incidence of endometrial can-

:g‘ cer after endometrial resection and ablation:
" a population based Swedish gynecologic can-
cer group (SweGCG) study. Acta Obstet Gynecol
Scand. 2022;101:923-930.

Oderkerk TJ, van de Kar MRD, Cornel KMC, et al. Endo-
metrial cancer after endometrial ablation: a systematic
review. Int ] Gynecol Cancer. 2022;32:1555-1560.

he answer to this question appears
to be no, based on 2 different types
of studies. One study was a 20-year
population database review from Sweden,*
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the diagnosis of endometrial cancer?

and the other was a systematic review of
11 cohort studies.®

Population-based

study findings

The data from the Swedish population database
is interesting because since 1994 all Swedish
citizens have been allocated a unique personal
identification number at birth or immigration
that enables official registries and research. In
reviewing their data from 1997 through 2017,
Radestad and colleagues compared transcervi-
cal resection of the endometrium (TCRE) and
other forms of endometrial ablation against

CONTINUED ON PAGE 18
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WHAT THIS EVIDENCE MEANS FOR PRACTICE

The main findings from these 2 studies by Radestad and colleagues
and Oderkerk and associates are that endometrial cancer does

not appear to be more common after endometrial ablation, and it
appears to be diagnosed with endometrial sampling in most cases.**
There may be some protection against endometrial cancer with
nonresectoscopic endometrial ablation, although this needs to be
verified by additional studies. To juxtapose this information with the
prior information about cryotherapy, it emphasizes that the scarring
within the endometrium will likely reduce the incidence of PATSS and
hematometra, which are relatively low-incidence occurrences at 5% to
7%, but it likely does not affect the detection of endometrial cancer.

the Swedish National Patient Register data for
endometrial cancer.* They found no increase in
the incidence of endometrial cancer after TCRE
(0.3%) or after endometrial ablation (0.02%)
and suggested a significantly lower incidence of
endometrial cancer after endometrial ablation.
This study is beneficial because it is the
largest study to explore the long-term inci-
dence of endometrial cancer after TCRE
and endometrial ablation. The investigators
hypothesized that, as an explanation for the
difference between rates, ablation may burn
deeper into the myometrium and treat ade-
nomyosis compared with TCRE. However,
they also were cautious to note that although

this was a 20-year study, the incidence of
endometrial carcinoma likely will reach a
peak in the next few years.

Systematic review conclusions
In the systematic review, out of 890 publi-
cations from the authors’ database search,
11 articles were eventually included for
review.® A total of 29,102 patients with endo-
metrial ablation were followed for a period of
up to 25 years, and the incidence of endome-
trial cancer after endometrial ablation varied
from 0.0% to 1.6%. A total of 38 cases of endo-
metrial cancer after endometrial ablation
have been described in the literature. Of those
cases, bleeding was the most common pre-
senting symptom of the disease. Endometrial
sampling was successful in 89% of cases, and
in 90% of cases, histological exam showed an
early-stage endometrial adenocarcinoma.
Based on their review, the authors con-
cluded that the incidence of endometrial
cancer was not increased in patients who
received endometrial ablation, and more
importantly, there was no apparent delay
in the diagnosis of endometrial cancer after
endometrial ablation. They further suggested
that diagnostic management with endome-
trial sampling did not appear to be a barrier.

Longer-term data for relugolix
combination treatment of

( Al-Hendy A, Lukes AS, Poindexter AN, et al. Long-

term relugolix combination therapy for symptomatic
uterine leiomyomas. Obstet Gynecol. 2022;140:920-930.

elugolix combination therapy was
previously reported to be effective for
the treatment of fibroids based on the
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symptomatic uterine bleeding from
fibroids shows sustained efficacy

24-week trials LIBERTY 1 and LIBERTY 2.
We now have information about longer-term
therapy for up to 52 weeks of treatment.®
Relugolix combination therapy is a once-
daily single tablet for the treatment of heavy
menstrual bleeding thought to be due to
uterine fibroids in premenopausal women.
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It is comprised of relugolix 40 mg (a GnRH
antagonist), estradiol 1.0 mg, and norethin-
drone acetate 0.5 mg.

Extension study showed
sustained efficacy
The study by Al-Hendy and colleagues
showed that the relugolix combination not
only was well tolerated but also that there was
sustained improvement in heavy bleeding,
with the average patient having an approxi-
mately 90% decrease in menstrual bleeding
from baseline.® It was noted that 70.6% of
patients achieved amenorrhea over the last
35 days of treatment.

Importantly, the treatment effect was
independent of race, body mass index,

baseline menstrual blood loss, and uterine
fibroid volume. The bone mineral density
(BMD) change trajectory was similar to what
was observed in the pivotal study. No new
safety concerns were identified, and BMD
generally was preserved.

WHAT THIS EVIDENCE
MEANS FOR PRACTICE

The extension study by Al-Hendy and
colleagues demonstrated that that the
reduced fibroid-associated bleeding
treated with relugolix combination therapy
is sustained throughout the 52-week
period, with no new safety concerns.

Linzagolix is the newest GnRH
antagonist to be studied in a
randomized, placebo-controlled trial

Donnez ], Taylor HS, Stewart EA, et al. Linzagolix
with and without hormonal add-back therapy for the
treatment of symptomatic uterine fibroids: two ran-
domised, placebo-controlled, phase 3 trials. Lancet.
2022;400:896-907.

tthe time of this writing, linzagolix was
Anot approved by the FDA. The results

of the PRIMROSE 1 (P1) and PRIM-
ROSE 2 (P2) trials were published last year
as 2 identical 52-week randomized, parallel,
double-blind, placebo-controlled, phase 3 tri-
als.” The difference between the development
of linzagolix as a GnRH antagonist and other
similar medications is the strategy of potential
partial hypothalamic pituitary ovarian axis
suppression at 100 mg versus complete sup-
pression at 200 mg. In this trial by Donnez and
colleagues, both linzagolix doses were evalu-
ated with and without add-back hormonal
therapy and also were compared with placebo
inal:1:1:1:1 ratio.”
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Study details and results
To be eligible for this study, partici-
pants had to have heavy menstrual
bleeding, defined as more than
80 mL for at least 2 cycles, and
have at least 1 fibroid that was 2 cm
in diameter or multiple small fibroids
with the calculated uterine volume of more
than 200 cm®. No fibroid larger than 12 cm in
diameter was included.

The primary end point was a menstrual
blood loss of 80 mL or less and a 50% or
more reduction in menstrual blood loss from
baseline in the 28 days before week 24. Uter-
ine fibroid volume reduction and a safety
assessment, including BMD assessment, also
were studied.

In the P1 trial, which was conducted
in US sites, the response rate for the pri-
mary objective was 56.4% in the linzagolix
100-mg group, 66.4% in the 100-mg plus
add-back therapy group, 71.4% in the

CONTINUED ON PAGE 46
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200-mg group, and 75.5% in the 200-mg plus
add-back group, compared with 35.0% in the
placebo group.

In the P2 trial, which included sites
in both Europe and the United States, the
response rates were 56.7% in the 100-mg
group, 77.2% in the 100-mg plus add-back
therapy group, 77.7% in the 200-mg group,
and 93.9% in the 200-mg plus add-back ther-
apy group, compared with 29.4% in the pla-
cebo group. Thus, in both trials a significantly
higher proportion of menstrual reduction
occurred in all linzagolix treatment groups
compared with placebo.

As expected, the incidence of hot flushes
was the highest in participants taking the
linzagolix 200-mg dose without add-back
hormonal therapy, with hot flushes occurring
in 35% (P1) and 32% (P2) of patients, com-
pared with all other groups, which was 3% to
14%. All treatment groups showed improve-
ment in quality-of-life scores compared
with placebo. Of note, to achieve reduction
of fibroid volume in the 40% to 50% range,
this was observed consistently only with the
linzagolix 200-mg alone dose.
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Linzagolix effect on bone
Decreases in BMD appeared to be dose
dependent, as lumbar spine losses of up to
4% were noted with the linzgolix 200-mg
dose, and a 2% loss was observed with the
100-mg dose at 24 weeks. However, these
were improved with add-back therapy. There
were continued BMD decreases at 52 weeks,
with up to 2.4% with 100 mg of linzagolix and
up to 1.5% with 100 mg plus add-back ther-
apy, and up to 2% with 200 mg of linzagolix
plus add-back therapy. ®

WHAT THIS EVIDENCE
MEANS FOR PRACTICE

Results of the P1 and P2 trials suggest
that there could be a potential niche for
linzagolix in patients who need chronic
use (> 6 months) without the need for
concomitant add-back hormone therapy
at lower doses. The non-add-back option
may be a possibility for women who have
both a contraindication to estrogen and
an increased risk for hormone-related
adverse events.
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