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Abstract

In this case report, we discuss a patient who experienced spontaneous regression of multiple intracranial
meningiomas that were treated conservatively for 5 years after cessation of megestrol acetate, an exogenous
progestin. In addition, we discuss the previous literature describing the relationship between exogenous
progesterone medications and meningioma growth. This case, along with others reported, implies that
cessation of progesterone therapy, when feasible, may alter the natural history of meningioma growth and
thus impact treatment decisions.
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Introduction

Hormonal influence on meningioma growth has been reported for years, including in a patient described by
Cushing, who experienced progression and subsequent regression of visual symptoms during and after
pregnancy. This patient was later found to have a tuberculum sellae meningioma [1].

Since then, there have been several other case reports documenting similar alterations in the growth
patterns of meningiomas during pregnancy. However, this anecdotal relationship has not been
substantiated in epidemiological studies [2]. This natural phenomenon observed in pregnancy prompted
studies that have demonstrated a relationship between exogenous hormonal supplements and meningioma
growth. An association between meningioma growth and exogenous progesterone has been most
definitively observed in progestin treatment for reproductive cancers. This association is also evident in
hormone replacement therapy and the use of oral contraceptives [3]. While the exact physiology of this
relationship is not fully understood, it may be explained by the common expression of estrogen and
progesterone receptors in meningioma [4].

In this case report, we present a patient who experienced the spontaneous regression of multiple
symptomatic meningiomas after cessation of megestrol acetate, a progesterone agonist used in the
treatment of endometrial cancer. We present a description of our own case and conduct a literature review
describing exogenous hormone supplementation and its potential impact on meningioma growth.

Case Presentation

The patient was referred to our clinic in 2017 by her otolaryngologist following a computed tomography (CT)
scan of the head, conducted to assess ear fullness. The scan revealed findings suggestive of multiple
meningiomas. Magnetic resonance imaging (MRI) of the brain subsequently demonstrated three distinct
extra-axial lesions consistent with meningioma. The largest of the three meningiomas measured 3.6 cm x 3.6
cm x 2.3 cm (14.9 cc) and was in the left sphenoid region. It exhibited invasion into the cavernous sinus,
foramen ovale, and infratemporal fossa, likely leading to eustachian tube dysfunction. In addition, there was
a planum sphenoidale meningioma measuring 2.3 cm x 1.3 cm x 1.3 cm (1.9 cc), along with a left-sided
enhancing meningioma in the lateral sphenoid wing measuring 1.1 cm x 0.6 cm x 1.0 cm (0.3 cc) (Figure 1).
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FIGURE 1: Initial T1 post-contrast MRI.

Axial, coronal, and sagittal images demonstrating (A) left sphenoid meningioma (14.9 cc), (B) planum sphenoidale
meningioma (1.9 cc), and (C) left lateral sphenoid wing meningioma (0.3 cc).

MRI, magnetic resonance imaging

The patient had a past medical history of endometrial cancer, which was resected in 2003 and is currently in
remission. Since then, she had been on maintenance therapy of 40 mg of megestrol acetate daily but had
stopped taking it three weeks before her initial visit. We discussed observation versus surgical resection or
radiosurgery for these lesions at her initial consultation. As her symptoms of ear fullness and subtle hearing
loss were tolerable, we recommended an initial observation period with short-interval imaging. Follow-up
imaging demonstrated gross stability of the lesions. At her two-year follow-up, a contrasted CT scan,
conducted due to a gadolinium allergy, revealed a substantial decrease in size of the three meningiomas: left
sphenoid region (2.4 cm x 2.6 cm x 1.6 cm, 5 cc), planum sphenoidale (1.5 cm x 1.1 cm x 0.8 ¢cm, 0.7 cc), and
left lateral sphenoid wing (0.9 cm x 0.5 cm x 0.8 cm, 0.2 cc) (Figure 2).
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FIGURE 2: Two-year follow-up CT scan with contrast.

Decreased size of (A) left sphenoid, (B) planum sphenoidale, and (C) left lateral sphenoid wing meningioma.

CT, computed tomography

The pattern continued at her most recent five-year follow-up, with a further decrease in size observed on a
non-contrast brain MRI: Left sphenoid region (1.8 cm x 2.7 cm x 1.3 c¢m, 3.2 cc), planum sphenoidale (1.3 cm
x 0.8 cm x 0.7 cm, 0.4 cc), and left lateral sphenoid wing (0.8 cm x 0.4 cm x 0.7 cm, 0.1 cc) (Figure 3).
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FIGURE 3: Five-year follow-up T1 non-contrasted MRI of the brain.

Decreasing size of all three meningiomas: (A) left sphenoid, (B) planum sphenoidale, and (C) left lateral sphenoid
wing.

MRI, magnetic resonance imaging

This represented a total follow-up period of five years, spanning from 2017 to 2022. Throughout follow-up,
the patient remained off megestrol acetate. During this time, she continued to do well and experienced a
resolution of her ear fullness. She now reports being able to hear without deficit. In total, the patient has
undergone a 79% volumetric decrease in her left sphenoid meningioma, a 21% decrease in the planum
sphenoidale meningioma, and a 77% decrease in the left lateral sphenoid wing meningioma over the five
years of follow-up (Table ).

Lesion Presenting Three-year follow-up Five-year follow-up Total percentage decrease
Left sphenoid 14.9 cc Bee 3.2cc 79%
Planum sphenoidale 1.9cc 0.7 cc 0.4 cc 21%
Left lateral sphenoid wing 0.3 cc 0.2cc 0.1cc 77%

TABLE 1: Measurements over five-year follow-up.

Considering the progressive decrease in the size of her lesions, we intend to continue observation and will
schedule her next follow-up appointment in two years.

2024 Bailey et al. Cureus 16(1): €52479. DOI 10.7759/cureus.52479 40f6


https://assets.cureus.com/uploads/figure/file/871776/lightbox_20f4fce0a92311eeb836ab01be6d418e-Screen-Shot-2024-01-01-at-10.56.23-PM.png
javascript:void(0)

Cureus

Discussion

Previous research has demonstrated a dose-response relationship between cyproterone acetate (CPA), a
progestin medication that is used in Europe and Canada for the management of reproductive cancers, and
meningioma growth. Initial anecdotal reports of CPA-associated meningiomas prompted epidemiologic
studies that confirmed a dose-dependent risk of meningioma development with the use of this progestin
medication [5-9]. These findings prompted regulatory restrictions on the use of CPA due to the risk for
meningioma.

Similarly, the use of chlormadinone acetate (CMA) and nomegestrol acetate (NOMAC), both progestin
medications with similar applications as CPA, have had anecdotal reports of meningioma progression with
use and subsequent regression with cessation. This led to two recent database studies that revealed an
elevated risk of meningioma associated with these agents, prompting regulatory action in France [3]. Less
commonly reported are instances of megestrol acetate, another progestin medication with similar
applications, affecting the growth pattern of intracranial meningioma. The first mention of megestrol
acetate and meningioma comes from a study by Grunberg and Weiss who attempted to use megestrol acetate
as a treatment for unresectable meningioma. There was no progression of their meningioma. Ultimately, the
study was terminated after 12 months due to a lack of efficacy and significant systemic toxicity [10].

In addition to this therapeutic trial, there are two case reports in the literature describing growth variations
in meningioma with the use of megestrol acetate. Vadivelu et al. reported a case of a patient on megestrol
acetate for many years who was found to have multiple meningiomas. One of the lesions was resected, and
pathology demonstrated a high expression of progesterone receptors. The authors discontinued megestrol
acetate therapy and observed a decrease in the size of the other meningiomas over five years [11].

Similarly, Gruber et al. reported the management of four patients on megestrol acetate who were found to
have intracranial meningioma. One patient was able to discontinue megestrol acetate after the initial
surgical resection. The tumor recurred and was re-resected. The patient had 10 other tumors that were
treated with a combination of stereotactic radiosurgery and open resection. After the initial recurrence,
there was no further growth after nine years of follow-up. The other three patients had surgical resection of
meningioma but were unable to cease megestrol acetate due to the progression of their underlying
endometrial cancer diagnosis [12].

Our report is the third to describe a possible relationship between meningioma growth patterns and
megestrol acetate. In our case, the patient experienced a decrease in the size of her multiple meningiomas
with the cessation of megestrol acetate. This is similar to the early case reports of CPA, CMA, and NOMAC
that resulted in more formal epidemiologic studies and subsequent regulatory action. While our report,
along with those of Gruber et al. [12] and Vadivelu et al. [11], is anecdotal, the association between
megestrol acetate and the growth patterns of intracranial meningiomas, coupled with existing knowledge
about similar progestin analogs, implies that further research may be necessary to better elucidate this
phenomenon on a larger scale.

More immediately, the findings presented here, along with the understanding of the relationship between
meningioma growth patterns and exogenous progestin analogs, suggest that a more conservative approach
may be feasible. If a patient presents with meningioma and is on a progestin medication that can be
stopped, discontinuing the medication may be indicated, provided that the symptoms of the meningioma or
the cessation of the medication are tolerable.

Conclusions

This case adds to the existing evidence linking megestrol acetate to the growth patterns of intracranial
meningiomas. While the current evidence is anecdotal, the consistent pattern across various similar
progestin analogs underscores the importance of further investigation on a larger scale. Our findings
advocate for a conservative approach to patients on megestrol acetate who are found to have meningioma.
Discontinuing megestrol acetate when possible, especially if meningioma-related symptoms remain
tolerable, can be a valid first step in the management of this specific patient population.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: David S. Bailey, Brad E. Zacharia, Lekhaj C. Daggubati
Acquisition, analysis, or interpretation of data: David S. Bailey, Kevin John

Drafting of the manuscript: David S. Bailey, Kevin John

2024 Bailey et al. Cureus 16(1): €52479. DOI 10.7759/cureus.52479 50f6


javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)

Cureus

Critical review of the manuscript for important intellectual content: David S. Bailey, Brad E. Zacharia,
Lekhaj C. Daggubati, Kevin John

Supervision: Brad E. Zacharia

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

References

1. Cushing H, Eisenhardt L: Meningiomas arising from the tuberculum sellae: with the syndrome of primary
optic atrophy and bitemporal field defects combined with a normal sella turcica in a middle-aged person.
JAMA Ophthalmol. 1929, 1:1. 10.1001/archopht.1929.00810010004001

2. Pettersson-Segerlind J, Mathiesen T, Elmi-Terander A, Edstrom E, Talbdck M, Feychting M, Tettamanti G:
The risk of developing a meningioma during and after pregnancy . Sci Rep. 2021, 11:9153. 10.1038/s41598-
021-88742-2

3. Hage M, Plesa O, Lemaire I, Raffin Sanson ML: Estrogen and progesterone therapy and meningiomas.
Endocrinology. 2022, 163:10.1210/endocr/bgab259

4.  Maiuri F, Montagnani S, Gallicchio B: Estrogen and progesterone receptors in meningiomas . Surg Neurol.
1986, 26:435-440. 10.1016/0090-3019(86)90255-7

5. GazzeriR, Galarza M, Gazzeri G: Growth of a meningioma in a transsexual patient after estrogen-progestin
therapy. N Engl ] Med. 2007, 357:2411-2. 10.1056/NEJMc071938

6. Gil M, Oliva, B. Timoner J, Macia M, Bryant V, de Abajo F: Risk of meningioma among users of high doses of
cyproterone acetate as compared with the general population: evidence from a population-based cohort
study. Br J Clin Pharmacol. 2011, 72:965-8. 10.1111/j.1365-2125.2011.04031

7.  Weill A, Nguyen P, Labidi M, et al.: Use of high dose cyproterone acetate and risk of intracranial
meningioma in women: cohort study. BMJ. 2021, 372:n37. 10.1136/bmj.n37

8. Samarut E, Lugat A, Amelot A, et al.: Meningiomas and cyproterone acetate: a retrospective, monocentric
cohort of 388 patients treated by surgery or radiotherapy for intracranial meningioma. ] Neurooncol. 2021,
152:115-23. 10.1007/s11060-020-03683-6

9. Champeaux-Depond C, Weller J, Froelich S, Sartor A: Cyproterone acetate and meningioma: a nationwide-
wide population based study. ] Neurooncol. 2021, 151:331-8. 10.1007/s11060-020-03672-9

10.  Grunberg SM, Weiss MH: Lack of efficacy of megestrol acetate in the treatment of unresectable
meningioma. ] Neurooncol. 1990, 8:61-5. 10.1007/BF00182088

11.  Vadivelu S, Sharer L, Schulder M: Regression of multiple intracranial meningiomas after cessation of long-
term progesterone agonist therapy. | Neurosurg. 2010, 112:920-4. 10.3171/2009.8.JNS09201

12.  Gruber TJ, Fabiano AJ, Deeb G, Lele SB, Fenstermaker RA: Intracranial meningiomas in patients with
uterine sarcoma treated with long-term megestrol acetate therapy. World Neurosurg. 2011, 76:477.e16-20.
10.1016/j.wneu.2011.03.035

2024 Bailey et al. Cureus 16(1): €52479. DOI 10.7759/cureus.52479 6 0of 6


https://dx.doi.org/10.1001/archopht.1929.00810010004001?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1001/archopht.1929.00810010004001?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1038/s41598-021-88742-2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1038/s41598-021-88742-2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1210/endocr/bqab259?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1210/endocr/bqab259?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/0090-3019(86)90255-7?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/0090-3019(86)90255-7?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1056/NEJMc071938?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1056/NEJMc071938?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/j.1365-2125.2011.04031?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/j.1365-2125.2011.04031?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/bmj.n37?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/bmj.n37?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11060-020-03683-6?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11060-020-03683-6?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11060-020-03672-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11060-020-03672-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/BF00182088?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/BF00182088?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3171/2009.8.JNS09201?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3171/2009.8.JNS09201?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.wneu.2011.03.035?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.wneu.2011.03.035?utm_medium=email&utm_source=transaction

	Regression of Multiple Intracranial Meningiomas With Cessation of Progesterone Agonist Therapy: A Case Report
	Abstract
	Introduction
	Case Presentation
	FIGURE 1: Initial T1 post-contrast MRI.
	FIGURE 2: Two-year follow-up CT scan with contrast.
	FIGURE 3: Five-year follow-up T1 non-contrasted MRI of the brain.
	TABLE 1: Measurements over five-year follow-up.

	Discussion
	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


