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ORIGINAL RESEARCH
HEAD & NECK

Comparison of Enhancement of the Vestibular Perilymph
between Variable and Constant Flip Angle—Delayed 3D-FLAIR
Sequences in Meniére Disease

S. Nahmani, “# A. Vaussy, ““'C. Hautefort, “#).-P. Guichard, “* A. Guillonet, ““E. Houdart, ““ A. Attyé, and “*'M. Eliezer

ABSTRACT

BACKGROUND AND PURPOSE: Endolymphatic hydrops in patients with Meniére disease relies on delayed postcontrast 3D-FLAIR
sequences. The purpose of this study was to compare the degree of perilymphatic enhancement and the detection rate of endo-
lymphatic hydrops using constant and variable flip angles sequences.

MATERIALS AND METHODS: This was a retrospective study performed in 16 patients with Meniére disease who underwent 3T MR
imaging 4 hours after gadolinium injection using two 3D-FLAIR sequences with a constant flip angle at 140° for the first and a heav-
ily-T2 variable flip angle for the second. The signal intensity ratio was measured using the ROl method. We graded endolymphatic
hydrops and evaluated the cochlear blood-labyrinth barrier impairment.

RESULTS: Both for symptomatic and asymptomatic ears, the median signal intensity ratio was significantly higher with the constant
flip angle than with the heavily-T2 variable flip angle (7.16 versus 1.54 and 7.00 versus 145, P <.001). Cochlear blood-labyrinth barrier
impairment was observed in 4/18 symptomatic ears with the heavily-T2 variable flip angle versus 8/19 with constant flip angle
sequences. With heavily-T2 variable flip angle sequences, endolymphatic hydrops was observed in 7-10/19 symptomatic ears versus
12/19 ears with constant flip angle sequences. We found a significant association between the clinical symptomatology and the
presence of endolymphatic hydrops with constant flip angle but not with heavily-T2 variable flip angle sequences. Interreader
agreement was always perfect with constant flip angle sequences while it was fair-to-moderate with heavily-T2 variable flip angle
sequences.

CONCLUSIONS: 3D-FLAIR constant flip angle sequences provide a higher signal intensity ratio and are superior to heavily-T2 vari-
able flip angle sequences in reliably evaluating the cochlear blood-labyrinth barrier impairment and the endolymphatic space.

ABBREVIATIONS: BLB = blood-labyrinth barrier; CFA = constant flip angle; EH = endolymphatic hydrops; hVFA = heavily-T2 variable flip angle; MD =

Meniére disease; SIR = signal intensity ratio; VFA = variable flip angle

M eniére Disease (MD), consisting of recurrent spells of
spontaneous vertigo and fluctuating aural symptoms, is
associated with endolymphatic hydrops (EH), which is an accu-
mulation of excessive endolymph fluid in the inner ear, but also
with blood-labyrinth barrier (BLB) impairment.l’3

During the past decade, to define EH on MR imaging, most
studies have used the semiquantitative grading system introduced
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by the nakashima et al., while some authors have suggested that
this grading system was not specific.” On the basis of these find-
ings, an anatomic grading system based on the saccular morphol-
ogy in combination with cochlear BLB impairment has been
introduced.*”

There are 2 reported methods for contrast media administra-
tion: intratympanic and intravenous.*” The main advantage of
an intratympanic administration is a higher perilymphatic con-
trast, allowing the use of 3D-real inversion recovery sequences,
which are less sensitive to gadolinium but enable the visualiz-
ation of endolymph, perilymph, and bone in a single image.*’
However, due to its invasiveness, the intratympanic method has
been replaced by the intravenous method.” It requires a shorter
waiting time (4hours) and allows the evaluation of the perme-
ability of the BLB in both ears. 3D-FLAIR sequences, which are
more sensitive to T1-shortening than 3D-real inversion recovery
sequences, were adjusted to enable the best evaluation of EH."°
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FIG 1. A 42-year-old woman with right possible MD. Axial 3D-FLAIR CFA at the level of the lateral
semicircular canal (A) shows a normal utricle (white arrow) and lateral ampulla (right dotted
arrow). C, Axial 3D-FLAIR CFA through the inferior part of the vestibule shows a normal saccule
(white arrow) and posterior ampulla (white dotted arrow). Axial 3D-FLAIR heavily-T2 VFA at the
level of the lateral semicircular canal (B) shows a normal utricle (white arrow), while the lateral
ampulla (right dotted arrow) is barely visible. D, Axial 3D-FLAIR heavily-T2 VFA through the infe-
rior part of the vestibule shows a normal saccule (white arrow) and posterior ampulla (white dot-

ted arrow).

In the same way, a postprocessing technique implying a
fusion of gray-scale inverted positive endolymph with native
positive perilymph images has been developed to overcome the
lower contrast obtained after intravenous injection.'’ Other authors
reported that 3D-FLAIR sequences using a constant flip angle
(CFA) instead of a variable flip angle (VFA), without postprocessing,
were self-sufficient to provide a good contrast-to-noise ratio.'***
However, to this day, VFA sequences remain more widespread than
CFA sequences because of their lower specific absorption rate depo-
sition and enable reducing scan times by increasing the echo-train
length without blurring."®

In a previous study, Naganawa et al'® stated that the 3D-
FLAIR heavily-T2 variable flip angle (hVFA) was superior to
CFA sequences in improving the contrast-to-noise ratio and the
recognition of the endolymphatic space compartments. Yet, dif-
ferent acquisition parameters between both sequences were used;
thus, no proper comparison should be made.

The purpose of this study was to compare the degree of peril-
ymphatic enhancement and the detection rate of EH in patients
with MD using CFA and hVFA sequences with equivalent techni-
cal parameters.

MATERIALS AND METHODS

Patients

This was a retrospective imaging study approved by our insti-
tutional review board (Lariboisiere University Hospital; IRB
2214440) and conducted between December 2018 and March
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2019. Patients with a clinical diagnosis
of definite, probable, and possible MD
based on the 1995 American Academy
of Otolaryngology-Head and Neck
Surgery recommendations were in-
cluded.'” Patients with a history of
intratympanic treatment or opera-
tions were excluded.

Audiometric Test

The mean pure-tone average hearing
levels measured at 500, 1000, 2000, and
4000Hz in each ear were evaluated.
When symptoms were bilateral, we con-
sidered both ears as symptomatic.

Imaging

MR imaging examinations were per-
formed on a 3T Magnetom Skyra
scanner (Siemens, Erlangen, Germany)
with a head/neck 64 coil. All patients
underwent MR imaging 4 hours after a
single intravenous dose of gadobutrol
(Gadovist, 0.1 mmol/kg, 1mmol/mL;
Bayer Schering Pharma, Berlin,
Germany), which provided high con-
trast in the labyrinth.'"® We performed
two 3D-FLAIR MR imaging sequen-
ces. The first was acquired with a CFA
(140°) and the second with a VFA.

We performed the 3D-FLAIR sequences with the following
parameters: FOV = 140 x 140 mm, TR = 10,000 ms, TE =
640 ms, TT = 2600 ms, matrix size = 256 x 256 mm, NEX = 2,
generalized autocalibrating partially parallel acquisition = 2,
section thickness = 0.8 mm, scan time = 7 minutes 50 seconds.

Imaging Analysis

For each patient, MR images were evaluated independently with
Carestream Vue (Carestream health) 12.1 by 2 readers (A = S.N.
and B = M.E.) with, respectively, 1 and 6 years of experience in
inner ear imaging, blinded to the clinical data.

Quantitative Assessment. Quantitative assessment of the BLB
permeability was performed with the ROI method, as previously
reported.’* A 5-mm? circular ROI was placed in the basal turn of
the cochlea and a 50- mm? circular ROI was placed at the same
level in the medulla. The signal intensity ratio (SIR) was defined
as the signal intensity of the basal turn divided by that of the me-
dulla. The mean SIR value was calculated for each ear.

Qualitative Assessment. We verified the presence of the follow-
ing structures (Fig 1): 1) the saccule, an area of hypointense signal
located at the medial and anterior walls of the vestibule at the

level of the oval window;'**° 2)

the utricle, an elliptic area of
hypointense signal located in the superior part of the vestibule at
the level of the lateral semicircular canal;'®*® and 3) the ampulla
of each semicircular canal, an area of hypointense signal sur-

rounded by perilymphatic fluid.



FIG 2. A 63-year-old woman with right definite MD. A, Axial CFA at the level of the basal turn of
the cochlea shows a marked right cochlear BLB impairment compared with the left side (white
arrow). B, The right cochlear BLB impairment (white dotted arrow) is less obvious with hVFA.

We used a modified EH grading system according to Bernaerts
et al® and defined the presence of EH when the saccule became equal
to or larger than the utricle or when there was a confluence of the
saccule and utricle.* We also assessed the presence of cochlear BLB
impairment, defined as a subjective marked perilymphatic enhance-
ment in the basal turn of the cochlea (0, no BLB impairment; 1, BLB
impairment) relative to the contralateral cochlea, as previously
reported.”

A visual assessment based on a binary scale was performed to
evaluate the distinction between the utricle and the saccule, and
the ampullas from the perilymphatic space (0, no distinction;
1, distinction).

Statistical Analysis

Data were analyzed using R statistical and computing software,
Version 3.3.2 (http://www.r-project.org/). Comparison of SIR
between CFA and hVFA sequences was assessed with the
Wilcoxon signed ranked test. Comparison of the SIR between
symptomatic and asymptomatic ears was assessed by the Mann-
Whitney test. Comparison for visual assessment between CFA
and hVFA sequences was made using the Fisher exact test.
Interreader agreement was calculated with the Cohen « coeffi-
cient, to evaluate the reproducibility of the qualitative analysis.
Continuous data were expressed as medians (Q1; Q3) and ranges.
Categoric data were expressed as frequencies and percentages.
Significance was set at P <.05.

RESULTS

Population

Sixteen patients with MD (10 women and 6 men, 7 with right-
sided MD, 6 with left-sided MD, and 3 with bilateral MD) with a
median age of 46 years (Q1: 43 years, Q3: 52 years; range, 35-68

years) were included in this study. A
total of 32 ears were analyzed, includ-
ing 19 symptomatic and 13 asymp-
tomatic ears.

The median of the pure-tone aver-
age levels in the symptomatic ears was
23dB (Q1: 17 dB, Q3: 50 dB; range, 4-
73 dB), and 15dB (Q1: 15 dB, Q3: 19
dB; range, 3-34 dB) in the asymptom-
atic ears.

MR Imaging Data
Quantitative Analysis. For the symp-
tomatic ears, the SIR was significantly
lower with hVFA (median, 1.54; QI:
1.44, Q3: 1.84; range, 0.93-2.55) than
with CFA (median, 7.16; Q1: 5.65, Q3:
8.46; range, 4.39-15.71) (P < .001).
For the asymptomatic ears, there
were also significant differences in the
SIR between hVFA (median, 1.45; Q1:
1.30, Q3: 1.68; range, 1.10-1.91) and
CFA sequences (median, 7; Q1: 5.85,
Q3: 7.6; range, 4.65-11.04) (P < .001).
No significant differences in the SIR were found between sympto-
matic and asymptomatic ears, either with CFA (P = .70) or hVFA
sequences (P =.25).

Qualitative Analysis. Cochlear Blood Labyrinth Barrier Impairment.
With hVFA sequences (Fig 2), cochlear BLB impairment was
observed in 6/32 ears (18.7%) (6/19 symptomatic and 0/13 asymp-
tomatic ears) according to reader A and 4/32 ears (12.5%) according
to reader B (4/19 symptomatic, 0/13 asymptomatic ears). The Cohen
k coefficient was 0.53. There was no significant association between
cochlear BLB impairment and clinical symptomatology (P=.06 for
reader A and P = .12 for reader B).

With CFA sequences (Fig 2), cochlear BLB impairment was
observed in 8/32 ears (25.0%) according to both readers (8/19 sympto-
matic and 0/13 asymptomatic ears). Interreader agreement was perfect
(Cohen k coefficient = 1). There was a significant association between
cochlear BLB impairment and clinical symptomatology (P = .01).

Data are summarized in the On-line Table.

Endolymphatic Hydrops. With hVFA sequences (Fig 3), EH was
observed in 13/32 ears (40.6%) according to reader A (10/19 symp-
tomatic and 3/13 asymptomatic ears) and 10/32 ears (31.3%)
according to reader B (7/19 symptomatic and 3/13 asymptomatic
ears). The Cohen « coefficient was 0.26. There was no significant
association between the clinical symptomatology and the presence
of EH (P = .15, OR = 3.55; 95% CI, 0.63-26.62; and P = .47, OR =
1.90; 95% CI, 0.32-14.47, according to readers A and B respectively).

With CFA sequences (Fig 3), both readers reported EH in 14/32
ears (43.7%: 12/19 symptomatic and 2/13 asymptomatic ears). The
Cohen « coefficient was 1. We found a significant association between
the clinical symptomatology and the presence of EH (P = .01, OR =
8.73;95% CI, 1.33 — 103.73).

Data are summarized in the On-line Table.
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FIG 3. A 42-year-old woman with right possible MD. Right axial CFA (A) and hVFA (B) sequences
through the inferior part of the vestibule show a normal saccule (white arrow) and posterior
ampulla (white dotted arrow) in both sequences. A 43-year-old man with a right definite MD.
Right axial CFA (C) and hVFA (D) sequences through the inferior part of the vestibule show saccu-
lar hydrops (white arrow) in both sequences. A 35-year-old woman with a right possible MD.
Right axial CFA (E) and hVFA (F) sequences through the inferior part of the vestibule and the pos-
terior ampulla (white dotted arrow). With the CFA sequence, the right saccule appears normal

4/13 asymptomatic ears) and 10/32
ears (31.3%) according to reader B (8/
19 symptomatic and 2/13 asymptom-
atic ears). The Cohen « coefficient
was 0.31. The distinction of the lateral
ampulla was not possible in 17/32 ears
(53.1%) according to reader A (10/19
symptomatic and 7/13 asymptomatic
ears) and 21/32 (65.6%) according to
reader B (12/19 symptomatic and 9/13
asymptomatic ears). The Cohen «
coefficient was 0.49. For both read-
ers, the absence of discrimination of
the ampullas was not significantly
related to the clinically symptomatic
ear or the presence of endolymphatic
hydrops.

With CFA sequences (Fig 3), the
distinction between the utricle and the
saccule was not possible in 10/32 ears
(31.3%) for both readers (9/19 symp-
tomatic and 1/13 asymptomatic ears).
The Cohen k coefficient was 1.
Among the 10 ears in which the dis-
tinction between the utricle and the
saccule was not possible, EH was
identified in all ears according to
both readers. There was a significant
association between the absence of
utricle/saccule discrimination and the
clinically symptomatic ear (OR =
0.09; 95% CI, 0.01-0.93; P = .02).

The distinction of the lateral and
posterior ampullas was always ob-
served for both readers. Interreader
agreement was perfect (Cohen k coef-
ficient = 1).

Data are summarized in the On-
line Table.

(white arrow). With the hVFA sequence, reader A described a right saccular hydrops, while reader
B defined the right saccule as normal. The saccule (white arrow) and the posterior and lower

parts of the utricle (white arrowhead) were confluent without expansion of these 2 structures.

Endolymphatic Space Evaluation. With hVFA sequences (Fig 3),
the distinction between the utricle and the saccule was not possi-
ble in 13/32 ears (40.6%) according to reader A (8/19 sympto-
matic and 5/13 asymptomatic ears) and 13/32 ears (40.6%)
according to reader B (9/19 symptomatic and 4/13 asymptomatic
ears). The Cohen k coefficient was 0.35. For both readers, there
were no significant differences in the distinction between the utri-
cle and the saccule whether the patient was symptomatic or not
(P=1 for reader A and P= .47 for reader B). Among the ears in
which the distinction between the saccule and the utricle was not
possible, EH was described in only 6/13 ears (46.2%) according to
reader A and 9/13 ears (69.2%) according to reader B.

The distinction of the posterior ampulla was not possible in
12/32 ears (37.5%) according to reader A (8/19 symptomatic and
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DISCUSSION

We demonstrated that CFA was supe-
rior to hVFA sequences for evaluating
the SIR, cochlear BLB impairment, and the endolymphatic space,
with high reliability.

MR imaging evaluation of the endolymphatic space is based
on the difference in signal between the endolymphatic and peril-
ymphatic spaces due to the selective enhancement of the perilym-
phatic space after contrast media administration. In our study,
SIR, which is an indirect evaluation of the contrast-to-noise ratio,
was significantly higher with CFA than hVFA sequences.

Naganawa et al''

have reported the opposite association, yet the
parameters of these 2 sequences were not strictly similar; thus, no
proper comparison should be made.

In the literature, hVFA sequences are most commonly used
for the diagnosis of EH because they allow keeping the high sig-

nal amplitude through the long readout duration.'” After a 90°



radiofrequency pulse, equally spaced 180° radiofrequency pulses
are the most appropriate ones to refocus transverse magnetiza-
tion generating a train of spin echoes without compromising
longitudinal relaxation. However, constant high flip angle refo-
cusing radiofrequency pulses are responsible for high-power
deposition in tissues, which must be monitored in the brain due
to the specific absorption rate regulatory limits (2 W/kg).'> VFA
radiofrequency pulses have been designed to provide higher sig-
nal amplitude and low specific absorption rate deposition, by
maintaining a transverse magnetization as well as using longitu-
dinal magnetization to contribute to the signal during sequence
readouts. It is based on the principle of stimulated echo, which
cannot be reached by a 180° CFA. One of the consequences is a
decrease in contrast in T1 due to a permanent residual trans-
verse magnetization but also lower flip angle values. This is an
obvious impediment in the EH imaging, in which the main
focus is to highlight the shortening of the longitudinal relaxation
induced by gadolinium. Thus, a constant 140° radiofrequency
pulse has been found to be the best compromise to limit stimu-
lated echoes, as well as specific absorption rate deposition. In
our study, specific absorption rate deposition was around 0.03-
0.05W/kg with hVFA and 0.16-0.22 W/kg with CFA sequences.

We found a strong correlation between the cochlear BLB
impairment and the symptomatic ear with CFA (P = .01) but
not with hVFA sequences (P = .06 for reader A and P = .13 for
reader B). Hydrops protocol enables the assessment of not only
the endolymphatic space but also the permeability of the BLB,
which might be slightly impaired in MD but also in various
inner ear diseases.'>'**'"** Various authors have demonstrated
that some patients with MD could also have cochlear BLB
impairment, either isolated or in association with EH.>?*°
Therefore, we recommend the use of CFA instead of hVFA
sequences to evaluate the permeability of the BLB with a high
reliability.

The distinction between the utricle and the saccule is crucial
because the diagnosis of EH on MR imaging relies on the pres-
ence of saccular dilation.* However, in cases of severe dilation,
one can observe an expansion of the dilation from the saccule to
the utricle, making it impossible to distinguish these 2 structures.
With CFA sequences, this distinction was not possible in 10 ears
because EH was identified in all of them according to both read-
ers. By contrast, with hVFA sequences, the utricle and the saccule
could not be distinguished in 7 and 4 ears (respectively, for read-
ers A and B), while no sign of EH was observed. Indeed, we
observed cases in which the saccule and the utricle were not
dilated but seemed to be confluent at a focal point with surround-
ing perilymphatic space.

EH in the asymptomatic ears was observed in 3 patients with
MD with hVFA and CFA sequences. However, with hVFA
sequences, both readers were in agreement on only 1 of these 3
patients. In the literature, the rate of EH in asymptomatic ears on
MR imaging ranges from 20% to 65%.°>>” Here, we propose the
hypothesis that previously published discrepancies may be related
to the use of different flip angle parameters in addition to the dis-
ease itself.

The distinction of the ampullas from the surrounding peril-
ymphatic space is a strong indicator of the spatial resolution of

the sequence, which is highly recommended for hydrops proto-
col. Although ampullar hydrops is uncommon, lately, it has
been reported that some patients with atypical acute vestibular
syndrome could present with a collapse of the endolymphatic
space of the pars superior (utricle and ampullas).”® With CFA
sequences, the visualization of the ampullas was possible in all
cases, while this evaluation was more inconsistent with hVFA
sequences.

Therapeutic Applications

The treatment of MD is based on lifestyle change and various drug
therapies for the management of vertigo.”” More invasive treatments
such as endolymphatic sac surgery, vestibular nerve section, or intra-
tympanic drugs can be suggested in cases of medical treatment fail-
ure.”"** The pathophysiologic effect of endolymphatic sac surgery is
still widely discussed and could be further discussed in light of
results from the MR imaging hydrops protocol, suggesting that ves-
tibular neurectomy should be preferred to control vertigo in patients
without saccular hydrops.

Our study has several limitations, first, by its retrospective na-
ture. Second, because 15% of patients with MD might present with
EH on the contralateral asymptomatic ear, the presence of a con-
trol group would have been interesting. We had no possibility of
quantifying the volume of the vestibular endolymphatic space in
vivo; thus, it was not possible to assess whether the observed radio-
logic hydrops is well-correlated with the true presence of an endo-
lymphatic hydrops in histopathology. Another limitation of our
study was the small number of patients, which could explain some
nonsignificant results. However, those results were only related to
the hVFA sequences but never to the CFA sequences.

CONCLUSIONS

The diagnosis of EH in patients with MD can be difficult on MR
imaging because it requires fine analysis of small anatomic
structures. When performing hydrops protocol, radiologists
should keep in mind that FLAIR sequences require optimal pa-
rameters to evaluate the endolymphatic space and the perme-
ability of the BLB accurately. We demonstrated that CFA
sequences provided higher SIR and were superior to hVFA
sequences in reliably evaluating the cochlear BLB impairment
and the endolymphatic space.
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