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Abstract: Hearing-preserving partial resection of neurofibromatosis type 2 (NF2) associated vestibular
schwannomas (VS) is a preferred treatment strategy, particularly for children and adolescents.
However, the residual tumors do grow and lead at some point to continued hearing deterioration.
An adjuvant bevacizumab treatment may provide an option for slowing down this process. In this
retrospective study, we reviewed tumor volume and hearing data of 16 operated VS in nine
patients younger than 30 years over a period of 63 to 142 months. All these patients had one
or more bevacizumab treatment periods and most of them had a non-treatment period after
surgery. Four different patterns of growth were observed for the residual tumors: (1) growth
in the non-treatment periods, which slowed down in the treatment periods; (2) growth slowed down
in one but not in another on-period; (3) unaffected growth; (4) no or minimal growth regardless
of the treatment. Neither radiological regression of tumor volume nor hearing improvement were
observed in the treatment periods. Accelerated hearing deterioration was observed in several
non-treatment periods, but also in some treatment periods. No straightforward correlation can be
drawn between tumor growth and hearing scores. Tumor growth and worsening of hearing between
two measurement points were slightly less in the treatment periods; however, the differences were
not significant, because variations were large. In conclusion, our comprehensive follow-up on 16
VS in nine NF2 patients did show heterogenous effects of bevacizumab on small residual vestibular
schwannomas after surgery both regarding tumor size and hearing preservation. Thus, smaller
and slower growing tumor residuals seem to behave differently to bevacizumab than reported for
not-operated faster growing VS.

Keywords: bevacizumab; growth rate; neurofibromatosis type 2; vestibular schwannoma

Cancers 2019, 11, 1862; doi:10.3390/cancers11121862 www.mdpi.com/journal/cancers


http://www.mdpi.com/journal/cancers
http://www.mdpi.com
https://orcid.org/0000-0001-9919-4551
http://www.mdpi.com/2072-6694/11/12/1862?type=check_update&version=1
http://dx.doi.org/10.3390/cancers11121862
http://www.mdpi.com/journal/cancers

Cancers 2019, 11, 1862 20f17

1. Introduction

Neurofibromatosis type 2 (NF2) is an autosomal-dominant tumor predisposition disorder caused
by the inactivation of the NF2 tumor suppressor gene located on chromosome 22q12 and the functional
loss of its protein product merlin (moesin-ezrin-radixin-like protein) [1]. The typical hallmark of the
disease and key diagnostic criteria are bilateral vestibular schwannomas (VS) and the occurrence
of multiple nervous system lesions, including meningiomas, schwannomas and ependymomas.
VS-associated comorbidities such as progressive hearing loss, gait disturbances, dizziness and facial
palsy are often predominant in childhood and adolescence [2,3]. Genotype-phenotype correlations are
known, but the course of the disease is difficult to estimate [4,5]. Radical microsurgery with total tumor
removal carries a high risk of hearing loss and facial palsy. By contrast, partial resection aiming at the
decompression of the internal auditory canals in young NF2 patients provides a more conservative
option with improved growth control and hearing stabilization [6,7]. However, the risk of continuing
growth of the residual tumor and hearing deterioration remains.

An alternative treatment for non-operated VS is a chemotherapy with the vascular endothelial
growth factor (VEGF) inhibitor [8]. An anti-VEGF treatment, for example, with bevacizumab, stabilizes
tumor growth and sustains or even improves hearing function [9,10]. However, long-term side effects
of VEGF inhibitors have to be considered and treatment in childhood remains controversial. It is highly
desirable to postpone such chemotherapy as long as possible.

In this study, 16 progressive VS in nine young NF2 patients were initially partially resected and
treated with bevacizumab for various periods at a later timepoint when hearing deteriorated again.
Growth of residual tumors and hearing function were followed over a period of 63 to 142 months
covering the preoperative period, the postoperative non-treatment period and the postoperative
bevacizumab-treatment period.

2. Results

2.1. Patients, Tumors and Operation

Clinical, genetic and demographic data and parameters regarding the nine patients are summarized
in Tables 1 and 2. All patients were under the age of 25 years at diagnosis. None of them had a family
history of NF2.

Table 1. Clinical and genetic data of the nine neurofibromatosis type 2 (NF2) patients.

Patient Sex Age NF2 Mutation Additional Tumor Load
10 f 29 No mutation found Intraspinal extramedullary tumors
. Intracranial non-vestibular schwannomas and meningiomas,
39 f 26 Nonsense in exon 6 . .
intraspinal extramedullary tumors
19 ¢ 25 No mutation found (Mosaic) Intracra'mal mgnlnglomas and non-vestibular schwannomas,
intraspinal intra- and extramedullary tumors
11 f 23 Frameshifting in exon 1 Intracranial meningiomas, intraspinal extramedullary tumors
2 f 21 Frameshifting in exon 5 Intracranial meningiomas, intraspinal extramedullary tumors
17 f 18 Not analysed Intracranial meningiomas, intraspinal extramedullary tumors
1 m 1 No mutation found (Mosaic) Intracra'mal mgnlnglomas and non-vestibular schwannomas,
intraspinal intra- and extramedullary tumors
ree Intracranial meningiomas and non-vestibular schwannomas,
5 m 19 Frameshifting in exon 5 . .
intraspinal extramedullary tumors
3 f 17 Nonsense in exon 6 Intracranial meningiomas and non-vestibular schwannomas

f: female; m: male.
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Table 2. Demographic data of nine young NF2 patients (16 tumors).

Operation Side

Left 9
Right 7
Age at diagnosis in years (mean =+ std, range) 12 +7,1-20
Age at surgery in years (mean =+ std, range) 16 +5,8-23
Age at beginning with BVZ in years (mean = std, range) 19 +4,14-26
Postoperative follow-up period without BVZ in months (mean =+ std, range) 36 + 26, 13-63
Postoperative follow-up period with BVZ in months (mean =+ std, range) 28 + 14, range 7-43
Tumor volume in cm® (mean + std, range)
- preoperative 2.3+28,0.2-10.5
- postoperative native 0.9+14,0.03-5
- postoperative with BVZ 2.0+1.8,0.2-6.5

Resection amount

- only bony decompression 1

- decompression with laser coagulation 1
- partial (<90%) 12

- subtotal (>90-<95%) 2

- near total (>95-<100%) 0

- total (100%, inclusive tumor capsule) 0

BVZ: bevacizumab; std: standard deviation.

2.2. Postoperative Bevacizumab and Toxicity

All patients received bevacizumab with an initial dose of 5 mg per kg every 2 weeks. Over
the treatment course and in cases with stabilized tumor growth and hearing, the dose was reduced
to minimize long-term toxicity effects. For two patients, no adverse effects of bevacizumab were
observed over the entire treatment period. Five other patients had mild adverse effects including
fatigue and dryness of the skin and mucous membranes. The last two patients had grade 3 adverse
events in the form of proteinuria and arterial hypertension, which necessitated the use of appropriate
medication (cases 1 and 17). Bevacizumab treatment had to be transiently discontinued but could be
resumed after 3 months, since the adverse effects were manageable with medication. Both patients
were treated with angiotensin-converting enzyme inhibitors (ACE inhibitors) and one patient (patient
1) additionally received a beta blocker during the first 6 months after the initiation of medication.
Antihypertensive medication in patient 17 was limited to the short treatment-free interval and in
patient 1, it was continued until the end of the observation period but in a reduced dosage. We did
not see any significant tumor growth and/or hearing change due to the antihypertensive medication.
In the other patients, no ancillary medication was used during the bevacizumab treatment.

2.3. Growth of the Residual VS

The growth of the residual VS in the nine patients after surgery in the treatment and non-treatment
periods could be divided into four patterns:

Pattern 1 (one patient): growth in the 1st non-treatment period, stopped/decreased in the following
two treatment periods (Figure 1).

Pattern 2 (two patients): growth in 1st and suppressed growth in the 2nd treatment period.
(Figure 2).

Pattern 3 (two patients): continued growth in both the treatment and the non-treatment periods
(Figure 3).

Pattern 4 (four patients): no or low growth in both the treatment and the non-treatment periods
(Figure 4).

For seven out of the nine patients, data were available for bilateral VS. Interestingly, in each of
these patients, the response patterns of both VS were generally similar. Notably, in five patients (3, 5, 2,
10, 39), the growth curves of the bilateral VS were nearly parallel to each other.
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Growth of the residual VS in volume between two measurement points was slightly lower in
the treatment period than in the non-treatment period. However, this difference was not significant
(p = 0.19) and the variations were large (Figure 5A).
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Figure 1. Suppressed growth of residual vestibular schwannoma (VS) in the two bevacizumab-treatment
periods. Tumor size was measured in volume (mL). Blue and orange dots represent the measurement
for the left and right VS, respectively. Vertical blue and orange lines indicate the surgery times for the
left and the right VS, respectively. Bevacizumab-treatment periods are marked in yellow. To enable
comparison, same scales were used for all Figures 1-4. Patient 1: Tumor growth and hearing function
behave differently on both sides at certain time points. Bevacizumab was initiated due to tumor growth
and hearing deterioration, especially because of the right-sided tumor, and then slowed down in the
treatment period. Overall, the left tumor appeared to be less aggressive in terms of tumor volume
acceleration and hearing deterioration at lower baseline volumes. Nevertheless, a more rapid tumor
growth could be observed within the first 25 months immediately after the left-sided surgery. Due to
arterial hypertension and proteinuria, the medication had to be paused. After drug adjustment for the
side-effects, bevacizumab could be restarted. Within drug interruption, there was no accelerated growth
but a rapid hearing deterioration was observed. This patient is still under bevacizumab treatment and
antihypertensive medication. m; male; PTA: pure-tone average; SDS: speech discrimination score.
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Figure 2. Growth of residual vestibular schwannoma (VS) in one but not in the other
bevacizumab-treatment periods. Tumor size was measured in volume (mL). Blue and orange dots
represent the measurement for the left and right VS, respectively. Vertical blue and orange lines indicate
the surgery times for the left and the right VS, respectively. Bevacizumab-treatment periods are marked
in yellow. Patient 3: Rapid tumor growth was observed on both tumor sides after interruption of
bevacizumab-treatment in the treatment-free interval. Due to rapid growth and hearing deterioration
within a few months, a second surgery was performed on the left tumor on the poorly hearing ear to
prevent premature total hearing loss. After the 2nd surgery, bevacizumab was immediately resumed
and both tumors responded well. Patient 11: Less aggressive growth dynamics and better hearing
function can be seen in the left tumor with better baseline values before treatment. An acceleration of
tumor volume was seen on the right side within the first treatment period and, therefore, surgery was
performed. Since postoperative right-sided hearing function deteriorated again and further growth of
the left tumor was observed, bevacizumab was restarted and a stronger response to treatment was
observed for the right tumor, but also for the left tumor. Interestingly, there appears to be growth
acceleration on the residual tumor on the left following the first treatment, and similarly, following the
second treatment on the right side. Both sides had no growth during the second treatment. Significant
reduction of tumor volume after surgery is seen on both sides. f: female; PTA: pure-tone average; SDS:
speech discrimination score.
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Patient 5 (m, 19)
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Figure 3. Growth of residual VS in both the treatment and the non-treatment periods. Tumor size
was measured in volume (mL). Blue and orange dots represent the measurement for the left and right
VS, respectively. Vertical blue and orange lines indicate the surgery times for the left and the right
VS, respectively. Bevacizumab-treatment periods are marked in yellow. Patient 2 and Patient 5: No
significant tumor volume reduction after surgery could be achieved on either side of both patients
due to deterioration of intraoperative brainstem auditory evoked potentials. f: female; m: male; PTA:
pure-tone average; SDS: speech discrimination score.
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Patient 17 (f, 18)
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Figure 4. No or low growth of residual VS in both the treatment and the non-treatment periods. Tumor
size was measured in volume (mL). Blue and orange dots represent the measurement for the left and
right VS, respectively. Vertical blue and orange lines indicate the surgery times for the left and the right
VS, respectively. Bevacizumab-treatment periods are marked in yellow. In all patients (Patients 10, 39,
17 and 19), significant volume reduction after surgery could be achieved. f: female; PTA: pure-tone

average; SDS: speech discrimination score.
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Figure 5. Box-plots showing change of tumor volume (A), changes of pure-tone average (PTA) (B) and
of speech discrimination score (SDS) (C) between two measurement points in the treatment and the
non-treatment periods, as well as in the period before surgery. For each parameter, the data sets in the
three periods did not differ significantly from each other but a trend of slower growth and change of
SDS in treatment periods was seen. pre.OP: preoperative; Post.OP: postoperative.
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2.4. Hearing

Rapid hearing deterioration in the non-treatment periods was observed in four patients: the right
side of Patient 1 (Figure 1), the right side of Patients 11 and 3 (both in Figure 3), and the right side
pure-tone average (PTA) of Patient 10 (Figure 4). However, rapid or continued hearing deterioration
was also observed in some treatment periods: right-side speech discrimination score (SDS) of Patient 1
(Figure 1), right-side PTA and SDS of Patient 11 (Figure 2), and bilateral PTA and SDS of Patients 2 and
5 (Figure 3).

In some cases, hearing deterioration correlated with tumor growth, with a typical example of
both sides in Patient 2 (Figure 3). However, there were also cases where hearing deterioration did not
straightforwardly correlate with tumor growth. For example, both the PTA and the SDS worsened
rapidly for the 2nd off- and the 2nd on-periods, whereas the tumor remained rather stable (Figure 2).
The right-side PTA of Patient 10 also had continuously deteriorated over a period of 40 months after
the surgery despite absent tumor growth (volume < 0.1 mL). In this case, the SDS was lost at surgery
(Figure 4).

PTA increases between two measurement points were generally compatible in the treatment and
the non-treatment periods (Figure 5B).

SDS decreases between two measurement points were slightly less in the treatment periods than
in the non-treatment periods (Figure 5C). However, the difference was not significant (p = 0.13). The
variation again was large for both the PTA and the SDS data.

2.5. Influencing Factors on Tumor Growth Rate under Bevacizumab Treatment

Partial regression plots and a plot of studentized residuals against the predicted values detected
linearity, and a Durbin-Watson statistic of 1.80 showed independence of residuals. Visual inspection of
a plot of studentized residuals versus unstandardized predicted values detected homoscedasticity. No
evidence of multicollinearity was seen, as assessed by tolerance values greater than 0.1. There were no
studentized deleted residuals greater than +3 standard deviations, no leverage values greater than 0.2,
and no values for Cook’s distance above 1. The assumption of normality was met, as determined by a
Q-Q Plot.

The multiple regression model did not show significant influence of the factors (pre- and
postoperative tumor volume, growth rate and resection amount) on the growth rate under treatment,
F(4,12) = 0.791, p = 0.553, adj. R? = 0.209.

3. Discussion

Due to known adverse effects and potential long-term risks of bevacizumab, postponing this
therapy as long as possible is a desirable approach, especially for young NF2 patients. We, therefore,
investigated the effect of bevacizumab in a combined-treatment approach of primary hearing-preserving
surgery [7] and subsequent bevacizumab treatment.

The data of our present study showed very heterogenous results of the individual effects. In
some patients, tumor growth rates slowed down, others responded partially and others not at all. In
the group comparison, growth rates were decreased under bevacizumab but the significance level
(p = 0.19) was not reached due to the high data scattering.

A continuous hearing deterioration for both PTA and SDS values was observed in all cases, mostly
with a rather rapid increased deterioration over time. Since bevacizumab treatment was started at a
delayed time point, the overall hearing impairment was more advanced at the time of treatment start.
In none of the cases were radiological regression of the tumor or improvement of hearing observed.

Previously published series of bevacizumab treatment for vestibular schwannomas in NF2 patients
achieved positive and promising results for both suppressing radiological tumor growth and for
preserving/improving hearing [9-11]. However, those studies included mainly progressive and large
tumors without surgery. By contrast, our study only included rather small residual tumors after
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partial resection with a postoperatively reduced growth rate, as we have shown in a preliminary study
(Gugel et al. [6]). This difference may be the reason for the discrepancy in efficacy of bevacizumab
treatment in this series. Interestingly, in a study by Morris et al. [12] and colleagues, they could show
that despite large tumor volumes, younger patients not only have faster growth rates but also respond
more poorly to bevacizumab treatment than older patients. Therefore, patients” age may also be an
important factor in the response to treatment.

Genotype—phenotype correlations in NF2 patients are known and well investigated [4,5]. To date,
its influence on the response of bevacizumab has not been investigated in detail. According to our
data, patients with a worse or mixed response to bevacizumab (Pattern 2 and 3) seem to have a
more severe genotype and phenotype (truncating mutations and high tumor loads). However, the
number of patients is too low to draw conclusions from. In addition, the intensity of VEGF/VEGFR
expression should be taken into account. A correlation towards tumor growth is known [13,14], and
targeted studies to determine a possible medication response and dosage are necessary in times of
individualized medicine.

Long-term bevacizumab treatment is associated with various adverse effects. Particularly,
cardiovascular and renal effects can occur in up to 50% of patients [9]. Larger cohorts and longer
follow-up periods, especially in young patients, are still being awaited in order to learn the effects of
long-term bevacizumab treatment. In addition, rebound of growth and hearing in drug-interrupting
periods due to adverse events or indicated surgery should not be underestimated. As our data points
also show, an acceleration in tumor growth is possible in the interrupted treatment (Figure 2), which
could be critical for hearing and in the case of large tumors.

Antihypertensive medication (e.g., ACE inhibitors) enable the side effects to be controlled or
even stopped and thus, the bevacizumab application to be continued. Therefore, a certain benefit
can be attributed in this respect. In contrast to other studies with metastatic colorectal cancer [15]
or glioblastoma [16] patients, a relevant connection between the antihypertensive medication (e.g.,
angiotensin system inhibitors) and the response of bevacizumab with regard to tumor and hearing
control could not be observed in our 2 patients. Not only the number of cases, but also the duration of
application interval (Patient 17 approximately 3 months), were too low to draw relevant conclusions
from this.

4. Material and Methods

4.1. Patients and Clinics

NF2 diagnosis was confirmed by clinical evaluation using the Baser diagnostic criteria for NF2 [17].
9 NF2 patients under 25 years of age at the time of diagnosis were included in this retrospective analysis.
Operations were performed on 16 tumors between 2004 and 2018 at the Department of Neurosurgery
and Centre of Neurofibromatosis in Tiibingen. The Ethics Board of the Medical Faculty and University
Hospital of Tiibingen approved this retrospective analysis (No 018/2019BO2). All operations were
performed at our institution via the retrosigmoid approach by decompression of the internal auditory
canal (IAC) with various resection amounts under continuous neurophysiological monitoring by two
experienced neurosurgeons (Marcos Tatagiba, Martin Ulrich Schuhmann). In all patients, bevacizumab
was offered as an off-label use in external institutions and hearing and tumor volume were monitored
during the regular follow-ups in our department.

Indications for surgery as previously described [6] were: 1) large tumors (T4, Hannover
Classification System [18]) on both sides with brainstem compression, and 2) continuing tumor
growth and deterioration of brainstem auditory evoked potentials (BAEPs) and/or impairment of
pure-tone audiometry and/or speech discrimination score (SDS).

Indications for bevacizumab treatment after surgery were: a) continued tumor growth, and/or b)
further hearing deterioration of BAEP and/or impairment of PTA and/or SDS. For 8 out of 9 patients,
mutation analysis was carried out as previously described [19]. One patient and/or their parents
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rejected mutation analysis. Adverse events and toxicity data were collected during follow-up visits
and scored according to the Common Terminology Criteria for Adverse Events (CTCAE) version 5.0
(U.S. Department of Health & Human Services, National Institutes of Health, National Cancer Institute,
Washington, CO, USA). In the treatment periods, patients received intravenous bevacizumab 5mg/kg
every two weeks.

4.2. Volumetry, Growth Rate and Hearing

Clinical and radiological follow-ups were routinely performed every 3 to 6 months. Tumor
volumetry, growth rate and resection amount were performed, classified and calculated in 284 data
sets as previously described [6]. Patients with hearing aids or implants (e.g., cochlear or auditory
brainstem implant) were excluded. Hearing was assessed in all patients by regular determination of
4-frequency PTA, SDS and BAEP every three to six months after surgery. The mean follow-up after
surgery was 36 months (range 13 to 63 months) without and 28 months (range 7 to 43 months) with
bevacizumab. Hearing deterioration was calculated as an annual percentage deterioration compared
to baseline values.

4.3. Data Evaluation

Tumor volume, PTA and SDS data were separated into 3 groups: (1) before surgery, (2) after
surgery in the non-treatment periods and (3) after surgery and in the bevacizumab-treatment periods.
Change of tumor volume, PTA and SDS between two measurement points were calculated as one value
in the form of change/months. Since tumor size varies largely, the % change of tumor volume between
the measurement points was normalized by dividing it with the tumor volume of the first one as:

100 X [volume 2 — volume 1]/[measurement 2 — measurement 1]/[volume 1].

These values were presented in box-plots. Values in the treatment and the non-treatment periods
were compared using a t-test with two-tailed hypothesis and presumed equal variation.

A multiple regression was run to estimate the influence of pre- and postoperative tumor volume,
postoperative relative growth rate and resection amount on the relative tumor growth rate under
bevacizumab treatment.

5. Conclusions

Secondary postoperative bevacizumab treatment in the case of further tumor growth and/or
hearing deterioration can slow down tumor growth rate in some cases or prevent exponential tumor
growth, but the effect on hearing seems negligible. However, the response is individual, heterogenous
and may be dependent on influencing factors (e.g., genotype—phenotype and VEGF/VEGFR expression)
and should be further investigated in larger cohorts. Treatment decision in NF2 patients remains
individual. The risk of accelerated growth in periods of interruption or after termination of medication
due to adverse events should be well considered and not underestimated.

Author Contributions: Conceptualization, 1.G., EG., M.U.S, V.-EM.; Methodology 1.G., EG., L.K.; Data Curation
LG, J.Z, ML, C.T, M.U.S.; Writing—Original Draft Preparation, 1.G., EG., M.U.S., L.K.; Writing—Review &
Editing, I.G., EG.,, M.U .S, V.-EM.,, LK., M.T,; Visualization, I.G., EG., LK ; Supervision, L.G., EG., M.U.S,, M.T,
V.-EM., LK; Project Administration, I.G., M.U.S., Funding Acquisition, no funding.

Funding: The project was supported by the intramural TUFF-program of the Medical Faculty Tiibingen (2565-0-0).

Acknowledgments: The authors thank Ives Lang and her team of our neurofibromatosis outpatient clinic for the
continuous and ever so passionate help in organizing and implementing a consistent, complete and strict follow-up
program for our NF2 patients over many years. We acknowledge support by Deutsche Forschungsgemeinschaft
and Open Access Publishing Fund of University of Tiibingen.

Conflicts of Interest: We declare no conflict of interest.



Cancers 2019, 11, 1862 16 of 17

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

Trofatter, J.A.; MacCollin, M.M.; Rutter, J.L.; Murrell, ].R.; Duyao, M.P,; Parry, D.M.; Eldridge, R.; Kley, N.;
Menon, A.G.; Pulaski, K;; et al. A novel moesin-, ezrin-, radixin-like gene is a candidate for the
neurofibromatosis 2 tumor suppressor. Cell 1993, 75, 826. [CrossRef]

Parry, D.M.; Eldridge, R.; Kaiser-Kupfer, M.1.; Bouzas, E.A.; Pikus, A.; Patronas, N. Neurofibromatosis 2
(NF2): Clinical characteristics of 63 affected individuals and clinical evidence for heterogeneity. Am. J.
Med Genet. 1994, 52, 450-461. [CrossRef] [PubMed]

Asthagiri, A.R.; Parry, D.M.; Butman, J.A.; Kim, H.J.; Tsilou, E.T.; Zhuang, Z.; Lonser, R.R. Neurofibromatosis
type 2. Lancet 2009, 373, 1974-1986. [CrossRef]

Halliday, D.; Emmanouil, B.; Pretorius, P.; MacKeith, S.; Painter, S.; Tomkins, H.; Evans, D.G.; Parry, A.
Genetic Severity Score predicts clinical phenotype in NF2. J. Med. Genet. 2017, 54, 657-664. [CrossRef]
[PubMed]

Emmanouil, B.; Houston, R.; May, A.; Ramsden, ].D.; Hanemann, C.O.; Halliday, D.; Parry, A.; Mackeith, S.
Progression of hearing loss in neurofibromatosis type 2 according to genetic severity. Laryngoscope 2018.
[CrossRef] [PubMed]

Gugel, I; Grimm, E; Teuber, C.; Kluwe, L.; Mautner, V.E; Tatagiba, M.; Schuhmann, M.U. Management of
NF2-associated vestibular schwannomas in children and young adults: Influence of surgery and clinical
factors on tumor volume and growth rate. . Neurosurg. Pediatr. 2019, 1-9. [CrossRef] [PubMed]

Gugel, I.; Grimm, F,; Liebsch, M.; Teuber, C.; Kluwe, L.; Mautner, V.F,; Tatagiba, M.; Schuhmann, M. Positive
Impact of Surgery on Long-Term Results of Hearing in Neurofibromatosis Type 2 associated Vestibular
Schwannomas. Cancers 2019, 11, 1376. [CrossRef] [PubMed]

Plotkin, S.R.; Singh, M.A.; O'Donnell, C.C.; Harris, G.J.; McClatchey, A.I,; Halpin, C. Audiologic and
radiographic response of NF2-related vestibular schwannoma to erlotinib therapy. Nat. Clin. Pract. Oncol.
2008, 5, 487-491. [CrossRef] [PubMed]

Hochart, A.; Gaillard, V.; Baroncini, M.; Andre, N.; Vannier, ].P.; Vinchon, M.; Dubrulle, E; Lejeune, J.P.;
Vincent, C.; Neve, V,; et al. Bevacizumab decreases vestibular schwannomas growth rate in children and
teenagers with neurofibromatosis type 2. J. Neurooncol. 2015, 124, 229-236. [CrossRef] [PubMed]

Plotkin, S.R.; Merker, V.L.; Halpin, C.; Jennings, D.; McKenna, M.].; Harris, G.J.; Barker, EG., 2nd. Bevacizumab
for progressive vestibular schwannoma in neurofibromatosis type 2: A retrospective review of 31 patients.
Otol. Neurotol. 2012, 33, 1046-1052. [CrossRef] [PubMed]

Lu, VM,; Ravindran, K.; Graffeo, C.S.; Perry, A.; Van Gompel, J.J.; Daniels, D.J.; Link, M.]. Efficacy and
safety of bevacizumab for vestibular schwannoma in neurofibromatosis type 2: A systematic review and
meta-analysis of treatment outcomes. J. Neurooncol. 2019, 144, 239-248. [CrossRef] [PubMed]
Caye-Thomasen, P.; Werther, K.; Nalla, A.; Bog-Hansen, T.C.; Nielsen, H.J.; Stangerup, S.E.; Thomsen, J. VEGF
and VEGEF receptor-1 concentration in vestibular schwannoma homogenates correlates to tumor growth rate.
Otol. Neurotol. 2005, 26, 98-101. [CrossRef] [PubMed]

Wong, HK.; Lahdenranta, J.; Kamoun, W.S.; Chan, A.W.; McClatchey, A.L; Plotkin, S.R.; Jain, RK.; di
Tomaso, E. Anti-vascular endothelial growth factor therapies as a novel therapeutic approach to treating
neurofibromatosis-related tumors. Cancer Res. 2010, 70, 3483-3493. [CrossRef] [PubMed]

Osumi, H.; Matsusaka, S.; Wakatsuki, T.; Suenaga, M.; Shinozaki, E.; Mizunuma, N. Angiotensin II type-1
receptor blockers enhance the effects of bevacizumab-based chemotherapy in metastatic colorectal cancer
patients. Mol. Clin. Oncol. 2015, 3, 1295-1300. [CrossRef] [PubMed]

Levin, V.A,; Chan, J.; Datta, M.; Yee, ].L.; Jain, R K. Effect of angiotensin system inhibitors on survival in newly
diagnosed glioma patients and recurrent glioblastoma patients receiving chemotherapy and/or bevacizumab.
J. Neurooncol. 2017, 134, 325-330. [CrossRef] [PubMed]

Baser, M.E.; Friedman, ].M.; Joe, H.; Shenton, A.; Wallace, A.].; Ramsden, R.T.; Evans, D.G. Empirical
development of improved diagnostic criteria for neurofibromatosis 2. Genet. Med. 2011, 13, 576-581.
[CrossRef] [PubMed]

Samii, M.; Matthies, C. Management of 1000 vestibular schwannomas (acoustic neuromas): Hearing function
in 1000 tumor resections. Neurosurgery 1997, 40, 248-260. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/0092-8674(93)90406-G
http://dx.doi.org/10.1002/ajmg.1320520411
http://www.ncbi.nlm.nih.gov/pubmed/7747758
http://dx.doi.org/10.1016/S0140-6736(09)60259-2
http://dx.doi.org/10.1136/jmedgenet-2017-104519
http://www.ncbi.nlm.nih.gov/pubmed/28848060
http://dx.doi.org/10.1002/lary.27586
http://www.ncbi.nlm.nih.gov/pubmed/30456886
http://dx.doi.org/10.3171/2019.6.PEDS1947
http://www.ncbi.nlm.nih.gov/pubmed/31443078
http://dx.doi.org/10.3390/cancers11091376
http://www.ncbi.nlm.nih.gov/pubmed/31527541
http://dx.doi.org/10.1038/ncponc1157
http://www.ncbi.nlm.nih.gov/pubmed/18560388
http://dx.doi.org/10.1007/s11060-015-1828-8
http://www.ncbi.nlm.nih.gov/pubmed/26022982
http://dx.doi.org/10.1097/MAO.0b013e31825e73f5
http://www.ncbi.nlm.nih.gov/pubmed/22805104
http://dx.doi.org/10.1007/s11060-019-03234-8
http://www.ncbi.nlm.nih.gov/pubmed/31254266
http://dx.doi.org/10.1097/00129492-200501000-00017
http://www.ncbi.nlm.nih.gov/pubmed/15699727
http://dx.doi.org/10.1158/0008-5472.CAN-09-3107
http://www.ncbi.nlm.nih.gov/pubmed/20406973
http://dx.doi.org/10.3892/mco.2015.630
http://www.ncbi.nlm.nih.gov/pubmed/26807236
http://dx.doi.org/10.1007/s11060-017-2528-3
http://www.ncbi.nlm.nih.gov/pubmed/28631191
http://dx.doi.org/10.1097/GIM.0b013e318211faa9
http://www.ncbi.nlm.nih.gov/pubmed/21451418
http://dx.doi.org/10.1097/00006123-199702000-00005
http://www.ncbi.nlm.nih.gov/pubmed/9007856

Cancers 2019, 11, 1862 17 of 17

18. Abo-Dalo, B.; Kutsche, K.; Mautner, V.; Kluwe, L. Large intragenic deletions of the NF2 gene: Breakpoints
and associated phenotypes. Genes Chromosomes Cancer 2010, 49, 171-175. [CrossRef] [PubMed]

19. Morris, K.A.; Golding, ].F.; Axon, PR.; Afridi, S.; Blesing, C.; Ferner, R.E.; Halliday, D.; Jena, R.; Pretorius, PM.;
Evans, D.G; et al. Bevacizumab in neurofibromatosis type 2 (NF2) related vestibular schwannomas: A
nationally coordinated approach to delivery and prospective evaluation. Neurooncol. Pract. 2016, 3, 281-289.
[CrossRef] [PubMed]

@ © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



http://dx.doi.org/10.1002/gcc.20733
http://www.ncbi.nlm.nih.gov/pubmed/19924781
http://dx.doi.org/10.1093/nop/npv065
http://www.ncbi.nlm.nih.gov/pubmed/29692918
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results 
	Patients, Tumors and Operation 
	Postoperative Bevacizumab and Toxicity 
	Growth of the Residual VS 
	Hearing 
	Influencing Factors on Tumor Growth Rate under Bevacizumab Treatment 

	Discussion 
	Material and Methods 
	Patients and Clinics 
	Volumetry, Growth Rate and Hearing 
	Data Evaluation 

	Conclusions 
	References

