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Suspected tumor-to-meningioma metastasis: A case report
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Abstract. Tumor-to-meningioma metastasis (TMM) is a fairly
uncommon phenomenon. Only 7 cases of prostate cancer with
TMM have previously been described in the literature. The
present study aimed to report a case of prostate cancer TMM,
and to discuss the relevant clinical and neuroimaging aspects of
this condition. A 68-year-old patient presented with headaches,
poor visual acuity in the left eye and ipsilateral eyelid droop
3 years after a Simpson II resection of a left sphenoid wing
meningioma. Computed tomography revealed a hyperdense
area suggestive of a recurrent left sphenoid wing meningioma.
During microsurgical resection of tumor, the tumor presented
a fibrous aspect and bled profusely. In the histological exami-
nation, a metastatic adenocarcinoma was identified inside the
transitional meningioma. The immunohistochemical exam
favored a prostatic primary site. The patient died two months
later of septic shock from pneumonia. This is a rare metastatic
presentation. The pre-operative diagnosis of TMM remains
challenging in the majority of cases.

Introduction

Tumor-to-meningioma metastasis (TMM)is afairly uncommon
phenomenon, with just over 100 cases published to date since
the first case reported by Fried in 1930 (1,2). Although menin-
giomas have been reported as the most common intracranial
neoplasms to harbor metastasis, any benign or malignant
tumor can be a recipient (3-6). Despite certain radiological
features being suggestive of the diagnosis of TMM, such as
atypical signal changes in MRI suggesting the presence of
another tumor within a meningioma, they are neither sensi-
tive nor specific, making the pre-surgical diagnosis extremely
difficult (7,8). The prevalence of TMM increases with age
and apparently there is no gender difference. Only 7 cases of
prostate cancer with TMM have previously been described in
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the literature (6,9-13). The present study aimed to report a case
of prostate cancer TMM, and to discuss the relevant clinical
and neuroimaging aspects of this condition.

Case report

A 68-year-old male with a diagnosis of left sphenoid wing
meningioma, observed on brain magnetic resonance imagin
(1.5T device; Philips Medical Systems, Inc., Bothell, WA,
USA), underwent a Simpson II resection meningioma at
Hospital das Clinicas, University of Sao Paulo (Sao Paulo,
Brazil) (Fig. 1). The patient experienced a good post-operative
clinical course and there were no signs of tumor recurrence on
imaging. However, 3 years after the resection, the patient was
admitted to the Emergency Department of the same hospital
complaining of headaches, poor visual acuity in the left eye
and ipsilateral eyelid droop. These symptoms were present for
1 month. A neurological exam at admission revealed normal
levels of consciousness and cognition, with no sensory or motor
deficits. Upon cranial nerve evaluation, there was impairment
of the visual acuity on the left side, associated with ipsilateral
oculomotor nerve palsy. The visual fields were preserved and
no other cranial nerve was altered.

Head computed tomography (General Electric, Milwaukee,
WI, USA) revealed a hyperdense area suggestive of a recurrent
left sphenoid wing meningioma (Fig. 2). Gross total resection
was performed through the previous craniectomy access. A large
gliotic area with a cyst and enlarged subarachnoid space facili-
tated access to the lesion. The tumor presented a fibrous aspect
and bled profusely. The tumor adhered to the middle fossa and
left sphenoid wing, and was resected with no complications. The
intraoperative tumor aspect was suggestive of a meningioma:
A well-circumscribed yellowish extra-axial lesion attached to
dura-matter. Post-operative axial head computed tomography
(CT) scan was performed and showed complete tumor removal
(Fig. 3). Due to septic shock from pneumonia on postoperative
course and the patient succumbing to the disease two months
after surgery, systemic cancer therapy was not performed.

In the histological examination, the tumor was identified as
a metastatic adenocarcinoma inside a transitional meningioma
(Fig. 4). The surgical specimen consisted of brownish tumor
fragments totaling 4.2x3.8x0.8 cm with fibroelastic consis-
tency. All the fragments underwent fixation with formalin and
histological examination. The immunohistochemical exami-
nation favored a prostatic primary site, with the following
results: Negative reactivity for caudal-type homeobox-2,
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Figure 1. Initial presentation (2008). Brain T1-weighted post-contrast axial magnetic resonance imaging showing an enhancing dural-based mass occupying
the left anterior inferior temporal fossa surrounded by moderate vasogenic edema and a mass effect. The mass exhibited an intimate association with the

underlying left sphenoid wing.

Figure 2. Computed axial tomography on readmission in 2011. A hyperdense area encompassed by mild cerebral edema was suggestive of recurrent left
sphenoid wing meningioma. There was no relevant mass effect and a large gliotic area with an enlarged liquor space compatible with the prior procedure was

also observed.

cytokeratin 20, cytokeratin 7, thyroid transcription factor-1
and vimentin, and positivity for epithelial membrane antigen,
prostatic acid phosphatase and prostate-specific antigen (PSA).
Subsequent investigation revealed a PSA level of 1,295 ng/ml
(reference value, <4.0 ng/ml) and signs of advanced metastatic
prostate disease on cancer staging.

Discussion

Prostate cancer TMM is a rare condition. To the best of our
knowledge, the present case is only the eighth case reported
in the literature. Table I summarizes all the cases to date.
The most commonly encountered malignant donor tumor is

Figure 3. Post-operative axial computed tomography showing the final aspect
after the new resection. Beyond the gliosis, certain heterogeneous hypodense
areas and residual pneumocephalus were apparent.



1531

ONCOLOGY LETTERS 13: 1529-1534, 2017

SPANDIDOS
J PUBLICATIONS

‘ZurSewr oouruosal onausew ‘YA ‘Aydeiowo) payndwos ‘1) ‘uadnue oyroads-ojeisord ‘ySd (uadnue oueiquiaw [eI[YIdD ‘YA {UneIayoIkod ‘3D

"BWIOISUIUSW Y} UIYIIM PI[SUTWINUI ‘S PUe (7' weD)
31D 103 9anisod A[3uons Sururels 1oWIO) A ], *Seore
BWOIUIUAW Aq POPUNOLINS BUWIOUTOIRD 91e)s0id o1jeIseloy

“BWIOISUIUSW JISSE[O B UIYIIM PIXTWPE Juouodwod
) BUWOUIOIBIOUIPE dATIOBAIOUNWWI VS PUB VSd

"V'Sd 10} paure)s jey) S[[d [erjoyide jo sp1oo

pue sjsou Je[nSou £q pajen[yul sem IoWn) oy, "SAIpoq
vwowwesd orel Yim S[IOYM pue s)sou [erjoyjoSuruou

ul pasodsip s[[90 Jo pasodwod sem BWOISUIUIW

QU [, "BWOUIDIBO0USPE 318)s0Id O1jejse)ow pue BWOISUIUSW

(8 uosea[n)
I100uEd d1eysoxd onjeIseIoN

(g uosearn)
I90ued Je)sord oneIseIdN

190ued deysoxd dnejselown

“BWOPI O1U230SEA SUIPUNOLINS PUR JOI
SSBW [)IM ‘STS0)s0I1ddAY [BLIBATED JO BOIR
juourwoid e 03 Juddelpe ‘poolq Sururejuod

SSeW [BIUOI] I WO-9 ‘1R[] © SuImoys [N

“BWOPI OIUSF0SEA JO JUNOWE JUBDYIUTIS
B Y31 U013l [BIuO1y JYSLI oy} ul

X91109 Jojow Arewrid ayj JO BaIe 9y Ul

PAJBIO[ UOISI WID-9' X} T ‘PIseq-TeIn(g

*)J9] 9y} 03 JJIYS QUI[PIW dJBISPOW pUEL
109JJ0 SSew JuBOYIUSIS Yim vaIe [ejorred

“wre JYSLI Oy Ul SSoUeom
PUE ‘UOIBSIOAUOD PUB
SurALIp SuLnp uUONBNUIOUOD
JO SSOJ “SSQUIZZIP JoSUO MIN

'J00J pue
S90} 1JOT Y} JO SSOUYLOM
QAIssa13oid pue ssouquunN

-Jorxd syoom

[BIOADS 10J SQUYOBPEOH
‘yooads pauns Apuonbasqns
pUB SSOUBOM PIPIS-1JI]
dooup [eroey popis-1Jo]

LS

TIoT
8¢ ‘1p 12 ApooN

600¢

(€1)  Te1PYIOSUIURIA ‘eInp ) Wol) Sulstre swse[doau Jounsip omf, Jo K103S1Y JBAA-OM], JYSLI AU} UI UOISI[ [eINp PI)B[NQO] WI-¢'Q Jo K103S1Yy oam-¢ 017 (0L ‘v 12 A91s3ng
‘K[uo seare prorayids ay Jo
Kynanisod 3uons pamoys urels ySd ‘eworsurudw
€ UTYIIM BWOUIOIRD © ‘A[OUIRU ‘SUOISI] 0M] JO uordrdsns
Q) powryuod Jurure)s 3[D) Jo urened Jounsip oy J, ‘seare
prorayds pue snojeworsuruaw Y} Ul VIANH J0J uorssardxd
QANISOJ "BAIE SNOJewoISuIudwed1dA) a10w Jo pajsIsuod ‘A1snoraaxd
uwraped puooss Y, “spiey Jomod-y3iy (/07 JO Xopurl onojru SIBaA g Iooued 9jeysord “BWUOISUTUSW YIIM JU)SISUOD ‘x[ej oyl Jo  “Aderoy) proiols 0} poapuodsax
PaseaIouT ue YHIm ‘s[[ed prorayirde Jo sjsou pue sdnoid  J0J 9IoyMIS[o PajeaI) uddq OPIS YOBd UO UTeIq 9Y) OJUT SUTPUIXD Aqrenred yorym ‘ssouyeom
(T Jo paystsuod ureped auQ :suraped [eO1S0[0ISTY JoUNSIp OM], PRy Judned :9)o[dwod JON Jowrnj duroejered € po[eoAdI UBDS 1D qQUIT] JOMO][ QAISSIS01] 8§/ 900 ‘011D
*SBATE UTR}IOD UI S[[Q [BATUTUSW UdM)dq *PIJOU 2IOM DUI[PIW ) JO PIYS
drenursur 0 pareadde Jown) jueuSijew 2y) pue ‘pajou [EWIUIW B PUE BWAP? JO WII Y "[RLIdJeW
QIOM SI9IUAD JIFRYLIOWAY PUE DJOIOAN "BWOUIOIEOOUIPE *SQII puB WNUIAJS JSEIUOD YIIM PAOUBYUD YOIYM ‘UOISAI  “BISNBU JUTLIOW PIJBIDOSSE JO
POIENUAILIP-[[oM A[2JRIPOW B pUR ‘BWOISUTUIW ‘wnruerd ‘uwn[od reurds [eniSesered JYSLI 9y) I8 AJISUIP PISLAIOUT  JASUO JUDAI ‘stsaredruray 1J9] €861
6) SNOJEWOI[AYIOPUI/SNOIqY ASUI( :sodA) anss1 JounsIp omJ, 9} 0] SUOISI] JNBISLIN )M SSBW PIOQO[3 PAYIO[ed B PI[BAAAI [D  2AIssaI3old Jo AI0)SIY yoam-g GG “Jp 12 urdisurog
(309) K30101STH Sure)s 1o0ue) SurSewromaN swoydwAs/susig a3y Iedk ‘IoyIny
syrodar juouneal], ‘g
(1) “pwuoISuruawW uryim Aysuopodiy pafeaaar Apnis JurSew] “ewourdred elsold oneiseiow
woij SuneurSuo WAL pey juaned ouo A[uQ pajussard oIe LWOWLINAU JO BWOISUTUAW [ETURIORIIUT 0) J1JBISBIOW BWIOUTIIIRD JO SOSBD QAL] L9 0861 ‘Ip 12 s1oqQUIRY)D)
(o1 ‘Tendsoy 03 uorsstwpe-isod y ] 38 paquunoons judned Y, *9SIn0d
aseasip [ee) A[prder e Sursned Appuanbasuod ‘wo)s-urelq oy uo aInssaid 01 Furpes| vwOISUTUIW dY) JO JudwaFIe[ud uappns :J1odar Asdoiny €L G161 ‘Suloq
(30¥) s3urpuy Asdojny a3y Ieof ‘Joyny

syrodar Asdony ‘v

*A30[01S1Y pue saINjed) JUITLWIOINAU ‘UOTJBULIOJUT [BIIUI[O SUIPIESAI ‘AALL Iooued 9)e)sold jo sosed pojrodar A[snoraaid ‘T 9[qel,


https://www.spandidos-publications.com/10.3892/ol.2017.5655
https://www.spandidos-publications.com/10.3892/ol.2017.5655
https://www.spandidos-publications.com/10.3892/ol.2017.5655
https://www.spandidos-publications.com/10.3892/ol.2017.5655

1532

Table I1. Epidemiological and pathophysiological mechanisms
suggested for the predilection of meningioma to harbor
metastasis.

Proposed mechanism (Ref.)

High incidence of meningioma among intracranial neoplasms (15)

Increase in incidence with age, as occurs with metastasis (15)
Benign and slow growth rate (16)
Hypervascularity

High collagen content

High lipid content

High expression of cell adhesion molecules, such as E-cadherin(15)
Overexpression of oncogenes (e.g., c-Myc)
Hormonal factors (estrogen and progesteron receptors)

Figure 4. (A) Histological analysis. In metastasis of prostate adenocarcinoma
into transitional meningioma. Malignant neoplasm composed of basophilic
glandular structures (lower region) infiltrating meningioma with character-
istic swirls (center) (hematoxylin and eosin staining; magnification, x100).
(B) Immunohistochemistry for prostate-specific acid phosphatase. Positivity
in adenocarcinoma around negative cells nest, typical of meningioma (mag-
nification, x200).

lung adenocarcinoma in males and breast adenocarcinoma in
females, the latter mostly arising in women in their fifth and
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sixth decades of life (7,8). In a recent review of the literature (2),
114 cases of TMM were reported, with 54 breast cancer cases
and 23 lung cancer cases, representing 47.4 and 20.2% of the
total, respectively.

Although cerebral metastases are by far the most common
intracranial tumors, the occurrence of TMM is still considered
a rare condition (2). According to a study by Barz, among
8,371 autopsies, 4 cases (0.05%) of a carcinoma metastasizing
into a meningioma were found (14). Notably, the yielding of
less common primary sites of the genitourinary system to
such metastasis has been reported, including in the kidneys
and prostate (2).

Epidemiological and pathophysiological mechanisms have
been proposed to explain the meningioma's higher propensity
to harbor extracranial metastatic lesions. Table II outlines the
various reasons proposed. Apparently, a combination of epide-
miological aspects and the biology of meningiomas explain,
at least in part, this association. Epidemiological studies
have shown that metastatic cancer and meningioma occur
simultaneously with high frequencies during aging (15). The
benign and slow growth rate associated with high collagen and
lipid content, characteristic elements of meningiomas, render
a favorable, non-competitive environment for metastasis to
develop (16). Another important point concerns the hypervas-
cularity of meningiomas, which may enhance the chances of
the meningioma to receive hematogenous metastasis (4,17). In
cases of breast cancer TMM, two relevant factors have been
postulated to play a role in metastatic seeding: i) High expres-
sion of cell adhesion molecules, such as E-cadherin (18,19),
and ii) hormonal factors, particularly estrogen and proges-
terone receptor expression (20,21). Lastly, overexpression of
oncogenes in meningioma and metastatic carcinoma could
contribute to the simultaneous occurrence (22,23).

It is crucial to differentiate TMM from the occurrence of
collision tumors, which are due to the growth of two isolated
tumors that successively collide (24). In order to discriminate
between these two conditions, in 1968, Campbell er al (25)
proposed four criteria for the diagnosis of tumor-to-tumor
metastasis, while in 1984, Pamphlett (26) depicted two diag-
nostic criteria for TMM: i) At least partial enclosure of the
metastatic focus by a rim of benign histologically distinct host
tumor tissue; and ii) the proven existence of metastasizing
primary carcinoma compatible with the metastasis. The
present case fulfills these criteria.

Even as the second most common cancer worldwide,
prostate cancer rarely metastasizes to the brain, with only
0.2-0.6% of such cases (9,27-29). In general, central nervous
system involvement is restricted to the spine, involving the
perineural and capsular lymphatic system, as well as Batson's
venous plexus (29). Furthermore, certain studies have reported
dural metastasis from prostate cancer simulating menin-
giomas (30-34). However, the present case represents a distinct
entity: The metastatic prostate cancer is surrounded by the
recipient, benign tumor (meningioma), meeting the aforemen-
tioned criteria (26) for ‘true’ TMM.

The present case has another distinctive feature in that the
TMM was the first clinical manifestation of an occult primary
prostate cancer. The histology report triggered a systemic
investigation, leading to the diagnosis of disseminated cancer.
However, the majority of the TMM cases reported to date
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Table III. Neuroimaging features frequently associated with TMM.

Diagnostic technique

Feature

Atypical signal changes suggesting the presence of another tumor within a meningioma.
Marked increase in rCBV within a tumor. May reveal different curve characteristics suggesting

Increase in alanine/Cr ratio is highly suggestive of a meningioma. A decrease in NAA, a prominent

increase in Cho and lactate lipid peaks, and a high lipid/Cr ratio favor metastasis.

CT Hyperdense lesion
Hypodense lesion (when associated with necrosis)
MRI
Routine MRI
pMRI
distinct intratumoral vascular properties.
MRS
PET-CT

FDG may play a role in the pre-operative diagnosis of TMM. An increase in T:N ratio may be observed.

CT, computed tomography; MRI, magnetic resonance imagimg; pMRI, perfusion-MRI; rCBYV, regional cerebral blood volume; MRS, magnetic reso-
nance spectroscopy; PET-CT, positron emission tomography-CT; Cr, creatine; Cho, choline; FDG, fluorodeoxyglucose; NAA, n-acetyl aspartate; T:N

ratio, tumor-to-normal ratio; TMM, tumor-to-meningioma metastasis.

had a previous diagnosis of metastatic disease, rendering
a pre-surgical hypothesis of TMM (6,7,35). Conversely,
Caroli et al (8) reported 3 cases of TMM in patients with occult
cancer. Determining the occurrence of TMM in a patient
without a previous history of metastatic disease remains a
major challenge.

Clinical and neuroimaging features may be pivotal in the
pre-operative suspicion of TMM. From the clinical point of
view, three factors commonly associated with TMM were
identified in the present study: i) A previously known history
of metastatic disease, ii) uncontrolled systemic disease and
iii) a rapid deterioration of neurological condition. However,
none of these factors are specific for TMM, making a
pre-operative diagnosis unlikely. Besides clinical information,
neuroimaging may be extremely useful for assessing these
patients. Table III highlights the most notable characteristics
associated with TMM. CT findings are described as either a
hyperdense or hypodense (when associated with necrosis) area,
which does not provide much information. However, atypical
changes of signal on routine MRI can suggest the coexistence
of two different tumors (6,8). The use of specialized, physi-
ology-based neuroimaging modalities, such as perfusion MRI
(pMRI), magnetic resonance spectroscopy and positron-emis-
sion tomography-CT (PET-CT), may result in a superior
diagnostic yield for this condition (7,8). pMRI can potentially
reveal two different curve characteristics of regional cerebral
blood volume, suggesting different intratumoral vascular
properties (36). When differentiating malignant tumors from
benign tumors, N-acetylaspartate (NAA)/choline (Cho),
NAA/Cho + creatine (Cr), lactate/Cr and alanine/Cr ratios are
useful. Increased lipid/Cr and alanine/Cr ratios may enable
metastasis and meningiomas to be distinguished from other
tumors. The most striking characteristics of metastasis are a
decrease in NAA, a prominent increase in Cho and lactate lipid
peaks, and a high lipid/Cr ratio (37). Fukushima et al (38) used
PET-CT with fluorodeoxyglucose and the positron-emitting
radioactive isotope fluorine-18 in a patient with lung adeno-
carcinoma metastasizing to vestibular schwannoma that was
suspected on pre-operative imaging studies. Despite this not
being a meningioma case, the rationale of using a neuroim-
aging technique to assess the metabolic pattern of a tumor may

be applied for tumor-to-tumor metastasis (TTM) cases. The
tumor-to-normal ratio, one of the parameters used, was mark-
edly high, which offered corroborating evidence of TMM.

The pre-operative high suspicion of TMM can modify the
treatment of TMM when compared with routine meningioma
excisions. Taking into consideration the possibility of TMM,
surgeons may adopt different surgical approaches. Likewise,
pathologists may look differently and systematically at the
entire tumor, reducing the chance of misdiagnosis if the TMM
hypothesis was not taken into account (7).

The present study is a case report of a patient with a more
likely preoperative diagnosis of a benign tumor based on
imaging studies that had a metastatic prostate cancer with
unfavorable postoperative course. In such cases, physicians
caring for patients with brain tumors should be familiar with
TMMs, since the preoperative diagnosis remains challenging
for the majority of cases. Clinical and neuroimaging features
are crucial for this purpose, giving further consideration to
this hypothesis. However, clinical and radiological findings are
neither sensitive nor specific for TMM diagnosis, and being
subjected to histopathological study is the only definitive
diagnostic method. Finally, the effort of forming a preopera-
tive suspicion can be rewarding, allowing the more appropriate
conduct of the professionals involved with the patient care.
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