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Case Report

Sonographic, CT, and MR Imaging Findings in Diffuse
Infiltrative Retinoblastoma: Report of Two Cases with
Histologic Comparison

Hervé J. Brisse, Livia Lumbroso, Paul C. Fréneaux, Pierre Validire, Francois P Doz, Erica J. Quintana,
Olivier Berges, Laurence C. Degardins, and Sylvia G. Neuenschwander

Summary: Diffuse infiltrating retinoblastoma is a rare
form of retinoblastoma. We report two cases of this disease
in which sonographic, CT, and MR imaging findings were
compared with histologic studies obtained after enucle-
ation. Although nonspecific, MR imaging providesvaluable
mor phologic data for the diagnosis of diffuse infiltrating
retinoblastoma and may help in decisions regarding
enucleation.

Diffuse infiltrating retinoblastoma is a rare his-
tologic form of retinoblastoma characterized by dif-
fuse infiltration of the retina without a tumor mass.
The first series was published in 1960 by Schofield
(1), and areview of the literature by Bhatnagar and
Vinein 1991 (2) included only 34 cases. Thisform
is misleading for both ophthalmologists and radi-
ologists, because of its atypical clinical presenta-
tion and because calcifications, the mgjor sign of
retinoblastoma on imaging studies, are absent in the
majority of cases. The diagnosis is frequently de-
layed, with a mean lag time of 5 months from pre-
sentation (2). Retinoblastoma constitutes a thera-
peutic emergency in view of the very poor
prognosis of forms with extraocular dissemination,
and thus timely diagnosis is critical.

Sonographic and CT descriptions of this entity
are rare (2-6), and only one report of the MR
findings has been published to date (6). MR im-
aging is considered to be the best imaging tech-
nique for the differential diagnosis between reti-
noblastoma and pseudoneoplastic lesions (6). In
this article, we report two new cases of diffuse
infiltrating retinoblastoma investigated by sonog-
raphy, CT, and MR imaging in which the radio-
logic studies were compared with histologic find-
ings. We also discuss the main differentia diagnoses

Received July 7, 2000; accepted after revison August 9.

From the Departments of Radiology (H.J.B., S.G.N.), Oph-
thalmology (L.L., L.C.D.), Pathology (P.C.F.), and Pediatric
Oncology (F.P.D., E.J.Q.), Institut Curie, Paris, France; the
Department of Pathology, Institut Mutualiste Montsouris, Par-
is, France (P.V.); and the Department of Radiology, Fondation
Ophtalmologique A. de Rothschild, Paris, France (O.B.).

Address reprint requests to Dr. Hervé Brisse, Service de Ra-
diodiagnostic, Institut Curie, 26 rue d'Ulm 75005 Paris,
France.

© American Society of Neuroradiology

499

and propose a clinical and radiologic investigative
strategy for these retinoblastomas, which are diffi-
cult to diagnose.

Case Reports

Case 1l

A 3%-year-old boy presented with leukokoria. An ophthal-
mologic examination revealed posterior synechiae, suggestive
of possible inflammation, and total retina detachment. The pa-
tient had no family history of retinoblastoma. On sonography
(Fig 1A), the retina appeared to be detached and markedly
thickened, with a cystic appearance within the mass, and no
identifiable calcification. A CT study (Fig 1B) showed a het-
erogeneous crescent-shaped hyperdensity of the posterior pole,
predominantly involving the tempora quadrants, with no cal-
cification. Unenhanced T1-weighted MR images (Fig 1C-E)
showed signs of retinal detachment containing material with a
high signal intensity relative to the vitreous. Contrast-enhanced
MR images showed moderate enhancement of the zone of de-
tachment. The T2-weighted sequence showed an irregular,
markedly thickened, detached retina, containing micronodules
with relatively low signal intensity. The optic nerve was nor-
mal in appearance.

After enucleation, histologic examination (Fig 1F and G)
revealed an exophytic, infiltrating, poorly differentiated, non-
calcified retinoblastoma, associated with edema of the iris,
sparing the choroid, anterior chamber, and optic nerve, as well
as its meningea sheaths. The interval between onset of the
first symptoms and enucleation was 2 months. The patient did
not receive any adjuvant therapy and was well at the last fol-
low-up examination 33 months after surgery.

Case 2

A 3-year-old girl presented with leukokoria associated with
amildly red and painful eye. An ophthalmologic examination
revealed dense vitreous opacities, total retinal detachment with
preretinal nodules, and neovascularization of the iris. The pa-
tient had no family history of retinoblastoma. On sonography
(Fig 2A), the retina appeared detached and thickened, with two
hyperreflective micronodules in the tempora detached retina
A CT study (not shown) showed retinal detachment and punc-
tate calcification in the tempora territory. Unenhanced
T1-weighted MR images (Fig 2B—E) showed total retinal de-
tachment, and the subretinal space was frankly hyperintense
relative to the vitreous. Contrast-enhanced sequences showed
marked enhancement of retinal leaflets with a locally nodular
appearance. The T2-weighted sequence showed a detached and
locally thickened retina with relatively low signal intensity.
The optic nerve was normal in appearance.

After enucleation, histologic examination (Fig 2F and G)
revealed an infiltrating and endophytic, moderately differenti-
ated, retinoblastoma containing rare microcalcifications, which
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Fic 1. Patient 1: 3%-year-old boy with leukokoria, posterior synechiae, and total retinal detachment.

A, Sonogram shows detachment and thickening of the retina (arrow).

B, Contrast-enhanced CT scan shows crescent-shaped hyperdensity of the posterior pole due to retinal detachment (arrow), with no
calcification.

C and D, Unenhanced (C) and enhanced (D) T1-weighted MR images show retinal detachment containing material with a high signal
intensity (arrow, C) and moderate enhancement of the zone of detachment.

E, T2-weighted MR image shows an irregularly thickened, detached retina (arrow).

F and G, Low- (F) and high-power (G) histologic sections show retinoblastoma with an infiltrating component (arrows, G) destroying
the retinal architecture (arrowheads, G) and an exophytic component (arrow, F) in the temporal zone of detachment (hematein-eosin-
saffron stain, original magnifications X2 and X25, respectively). (Box in F denotes magnified area in G.)

infiltrated the vitreous but spared the choroid, anterior cham- Discussion

ber, and optic nerve and its meningeal sheaths. The interval : P - : - :
between onset of the first symptoms and enuclestion was Diffuse infiltrating retinoblastoma is rare, with

3 months. The child did not receive any adjuvant therapy and an estimated prevalence of 1.4% of al retinoblas-

was well at the last follow-up examination 45 months after tomas (7). This form generally presents at a more
surgery. advanced age than the typical unilateral form
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Fic 2. Patient 2: 3-year-old girl with leukokoria, red and painful eye, vitreous opacities, total retinal detachment, and neovascularization

of the iris.

A, Sonogram shows detachment and thickening of the retina with two hyperreflective micronodules (arrowheads).

B and C, Unenhanced (B) and enhanced (C) T1-weighted MR images show retinal detachment with frankly hyperintense subretinal
space as compared with the vitreous (arrow, B) and locally nodular enhancement (arrow, C) of detached retinal leaflets.

D and E, T2-weighted MR images show detached retina with localized thickening and relatively low signal intensity (arrows).

F and G, Low- (F) and high-power (G) histologic sections show retinoblastoma with infiltrating (arrow, G) and endophytic (arrow, F)
components predominantly involving the temporal territory (hematein-eosin-saffron stain, original magnifications X2 and X25, respec-

tively). (Box in F denotes magnified area in G.)

(6 years versus 24 months), but has been reported
in children between the ages of 1 and 11 years (2).
It occurs more frequently in boys, with a male:fe-
male ratio of 1.8:1.0. It is consistently reported as
being unilateral and sporadic, and no cases of sec-
ond tumor have been described (2). Pseudoinflam-
mation is a common presenting sign (24% versus

only 6% in the classic form), whereas leukokoria
is relatively rare (24% versus 63% in the classic
form). On clinical examination, pseudohypopyon is
a suggestive sign, observed in 59% of cases (2, 7—
9). This sign corresponds to a whitish crescent-
shaped deposit of tumor cells in the anterior cham-
ber. Compared with a true hypopyon, these disco-
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hesive cells shift more readily with a change in the
child’s head position (8).

In view of the unilateral nature of the tumor, the
extent of retinal infiltration, and the frequency of
vitreous dissemination, enucleation is the treatment
of choice for diffuse infiltrating retinoblastoma (9).
The decision to administer adjuvant therapy is
based on histopathologic risk factors, according to
the management of unilateral retinoblastoma (10).
This slowly progressing form (7) might have a bet-
ter prognosis than typical retinoblastoma, as it ap-
pears to have a favorable course, despite the fre-
quently delayed diagnosis (4, 7). In the review by
Bhatnagar and Vine (2), only one death was re-
ported in a series of 28 cases with a mean follow-
up period of 6.5 years.

Anatomically, this form is characterized by dif-
fuse infiltration of the various layers of the retina
(7). Vitreous invasion from infiltrated zones is fre-
quent, as in endophytic retinoblastomas, which
grow toward the center of the eye. Retinal detach-
ment is also possible, as in exophytic retinoblas-
tomas, which, on the contrary, show peripheral
growth in the subretinal space (6). Extension to the
anterior chamber can occur viathe ciliary processes
and the iris. Infiltration of the choroid and optic
nerve may also be observed (7). Calcifications have
been observed in histologic sections in only 14%
of cases, versus 95% in the typical forms (2).

The reported sonographic findings include retinal
detachment, retinal thickening, and nonspecific hy-
perechogenicity of the vitreous (2, 4). A detached
and markedly thickened retina was observed in
both our cases, although this finding was reported
in only one of the seven cases in the review by
Bhatnagar and Vine (2).

The first reports of the CT findings of infiltrating
retinoblastoma (3, 4) described punctate calcifica-
tion, as in our case 2, and calcifications were ob-
served in two of five cases in the review by Bhat-
nagar and Vine (2). However, CT may only revea
a subretinal exudate with a spontaneous density
greater than that of the residual vitreous (6).

On MR images, the histologic form reported by
Kaufman et a (6) comprised a large exophytic
component, accounting for the described appear-
ance of an exophytic mass with relatively high sig-
nal intensity on T1-weighted sequences, low signal
intensity on T2-weighted sequences, and moderate
contrast enhancement. Both our cases showed signs
of retinal detachment containing material with
spontaneous high signal intensity on T1- and T2-
weighted sequences, probably due to the hemor-
rhagic content or the higher protein or lipid content
as compared with the vitreous. The detached retinal
leaflets appeared to be diffusely thickened, irregu-
lar, and locally nodular. This appearance was clear-
ly observed on T2-weighted sequences in both cas-
es. On the T1-weighted study in case 1, the retinal
leaflets were partially visible spontaneously, but
were no longer visible on the contrast-enhanced se-
quence, probably because of the combined en-
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hancement of the infiltrated retina and the exo-
phytic component. On the contrary, in case 2, the
infiltrated retinal leaflets were only visible on the
contrast-enhanced sequence, probably because of
the lack of enhancement of the subretinal exudate in
an infiltrating and endophytic form, without any
exophytic component.

Many diseases can simulate retinoblastoma (6).
However, in aclinical and radiologic context of dif-
fuse infiltrating retinoblastoma with a normal-sized
eye, the two main differential diagnoses to be con-
sidered are Coats disease and toxocariasis. Coats
disease is a sporadic form of primary retina tel-
angiectasia, affecting children at a mean age of
7 years, with a male predominance, and is unilat-
eral in 80% to 90% of cases. It evolves toward
aneurysms that can induce subretinal exudates, ret-
inal detachment, and intraretinal gliosis or fibrosis
(11). When the patient is examined for thefirst time
at an advanced stage of the disease, the clinical and
radiologic presentation may resemble that of dif-
fuse infiltrating retinoblastoma. Imaging studies of
advanced forms of Coats disease show retinal de-
tachment and a subretinal exudate with spontane-
ous high density on CT scans and high signal in-
tensity on T1- and T2-weighted MR images.
Calcifications are rare and observed late in the
course, due to the evolution of subretinal hemato-
mas. Linear enhancement of retinal leaflets is ob-
served on contrast-enhanced CT and MR studies
(11). According to Edward et a (11), images with
a low-intensity signal on T2-weighted sequences
are rare in Coats disease, in contrast to retinoblas-
toma. Another mgjor distinctive criterion in favor
of Coats disease is the absence of a contrast-en-
hanced mass in the subretinal exudate (11). How-
ever, these diagnostic criteria are of low value for
a differential diagnosis with the diffuse infiltrating
form of retinoblastoma, because in this form, cal-
cification are usually absent, and subretinal exudate
may have the same density and signal. Further-
more, as the exophytic component may be absent
or minimal, a contrast-enhanced mass in the sub-
retinal space may be absent, as in our case 2. Fi-
nally, the presence of a contrast-enhanced mass
within the detached retina with a low-intensity sig-
nal on T2-weighted sequences does not exclude
Coats disease, since, as illustrated in one of our
cases (Fig 3), intraretinal fibrous nodules may also
appear as infiltrating masses with a low-intensity
signa on T2-weighted sequences, and can en-
hanced markedly after contrast injection, owing to
the associated capillary hyperplasia. Thus, when no
calcification is seen on sonographic or CT exami-
nation, the differential diagnosis between Coats
disease and infiltrative retinoblastoma may be im-
possible. Because the detached retina in Coats dis-
ease is usualy linear, irregularities and nodules
within the thickened retina on sonograms or MR
images may be an important indicator of retino-
blastoma, but thiswill have to be confirmed in larg-
er series.
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Fic 3. Coats disease in a 2¥-year-old boy who presented with strabismus and red eye. Retinal detachment and a whitish mass behind

the lens were found on examination of the ocular fundus.

A, Contrast-enhanced CT scan shows large hyperdense detachment (arrow).

B and C, Unenhanced (B) and enhanced (C) T1-weighted MR images show retinal detachment containing material with high signal
intensity (arrow, B) and enhancement of the detached retina, forming a mass in the nasal territory (arrow, C).

D, T2-weighted MR image shows the mass has relatively low signal intensity (arrow).

E and F, Low- (F) and high-power (G) histologic sections show Coats disease with retinal detachment, reactive gliosis, and preretinal
fibrosis locally constituting a fibrotic block (arrows) containing neovessels (hematein-eosin-saffron stain, original magnifications X2 and

X 25, respectively). (Box in F denotes magnified area in G.)

Toxocariasis is a parasitic chorioretinitis (Toxo-
cara canis) affecting children between the ages of
6 and 12 years, with a female predominance. It is
usualy unilateral and induces intraretinal granulo-
mas, lesions of the vitreous and retinal detachment
(6). Sonographic findings include a solid, hyperre-
flective peripheral mass, vitreous band, or mem-
branes extending between the posterior pole and
the mass, and traction retinal detachment or a fold
from the posterior pole to the mass (12). CT find-
ings consist of nonspecific retinal detachment and
subretinal exudate, without associated calcification
(13). Granulomas present as contrast-enhanced ret-
inal nodules on MR images that can also simulate
retinoblastoma nodules (6).

When in doubt about the diagnosis, we recom-
mend an examination of the ocular fundus under
general anesthesia by a specialized ophthalmolo-
gist, toxocariasis serology, and complete imaging.
On the basis of our experience, we conclude that

imaging must include sonography, unenhanced CT,
and unenhanced and enhanced MR studies. Calci-
fications are rare, but they constitute a major di-
agnostic argument for retinoblastoma, especially in
children under the age of 3 years (3). The MR im-
aging technique must be optimized by using sur-
face coils and a contrast-enhanced series with fat
suppression or with subtraction of unenhanced and
contrast-enhanced series to alow more precise
analysis of retina leaflets and the pattern of
enhancement.

Following this assessment, depending on the lev-
el of suspicion of retinoblastoma, two approaches
may be considered: either immediate enucleation
when retinoblastomais highly suspected, especially
when the eye is no longer functional, or, when ret-
inoblastoma is minimally suspected, anterior cham-
ber paracentesis may be considered for cytology,
neuron-specific enolase assay, and toxocariasis
markers. The sensitivity of paracentesis for the di-
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agnosis of retinoblastoma in this circumstance is
estimated to be 86% (2). However, this procedure
should only be considered in exceptional situations,
asit carries arisk of tumor spread along the needle
track.

Conclusion

Diagnosis of diffuse infiltrating retinoblastomais
a challenge both for ophthalmologists and radiol-
ogists. Improvement in imaging techniques, nota-
bly the advent of high-frequency sonography and
high-resolution MR imaging, and better imaging
analysis based on histologic comparisons, may fa-
cilitate the diagnosis and management of this atyp-
ical form of retinoblastoma.
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