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Simple Summary: Choroidal abnormalities (CAs) have recently been introduced as one of the criteria
for the diagnosis of neurofibromatosis type 1 (NF1). The aim of the present study was to assess the
natural history of CAs in a large pediatric population affected by NF1, evaluating, on a long-term
follow-up, CAs progression both in number and dimensions. To avoid bias due to the growing process
of the eye, the CAs dimensions were normalized for the optic disc size. Our study demonstrated, in
99 eyes of 53 pediatric patients, an increase in the number, area and perimeter of CAs. The present
study thus provides evidence that, in NF1 pediatric patients, CAs change with time, increasing both
in number and dimensions, independently from the physiological growth of the eye. While the
increase of the CAs number occurs particularly at an earlier age, the increase in the CAs dimensions
is a slow process that remains constant during childhood.

Abstract: The purpose of this study was to assess the long-term natural history of choroidal ab-
normalities (CAs) in a large pediatric neurofibromatosis type 1 (NF1) population, quantifying their
progression in number and dimensions. Pediatric patients (<16 years old) affected by NF1 with
a minimum follow-up of 3 years with at least one CA in one eye were consecutively recruited.
Near-infrared (NIR) imaging was performed to identify CAs, which were quantified in number and
size. The CAs area and perimeter were normalized for the optic disc dimensions to avoid possible
bias related to the growing process of the eye. Ninety-nine eyes of 53 patients were evaluated.
The CAs number, area and perimeter significantly increased during follow-up (p < 0.0001 for each
parameter). The patient age at baseline was inversely correlated with the CAs number over time
(coefficient = −0.1313, p = 0.0068), while no correlation was found between the patient age and CAs
progression in size. In conclusion, we provide evidence that, in NF1 pediatric patients, CAs change
over time, increasing both in number and dimensions, independently from the physiological growth
of the eye. While the increase of the CAs number occurs particularly at an earlier age, the increase in
the CAs dimensions is a slow process that remains constant during childhood.

Keywords: neurofibromatosis; NF1; choroidal abnormalities

1. Introduction

Neurofibromatosis type 1 (NF1) is a genetic disease affecting approximately 1 in
2500–3000 individuals [1–3]. It is characterized by a dominant autosomal transmission,
with complete penetrance reached in 95% of cases by the age of 8, and it has a highly
variable expression even in individuals of the same family [4,5].
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Diagnosis can be made if two or more of the following criteria are present (one or
more if a parent is affected): at least six café-au-lait macules (CALMs), axillary or inguinal
freckling, at least two neurofibromas of any type or one plexiform neurofibroma, optic
pathway glioma (OPG), at least two Lisch nodules (LNs) or two choroidal abnormalities
(CAs) and distinctive osseous lesions [6]. The aforementioned criteria have been derived
from a recent revision by the International Consensus Group on Neurofibromatosis Diag-
nostic Criteria (I-NF-DC), which introduced CAs as an ophthalmologic criterion because of
its high specificity and sensitivity for the diagnosis of NF1 [6–12].

Historically, choroidal involvement in NF1 was considered a rare finding, mainly
described in pathologic specimens as ovoid bodies into the choroid, consisting of hyper-
plastic Schwann cells, melanocytes and ganglion cells [13–16]. The in vivo detection of
NF1-related choroidal abnormalities, which are completely asymptomatic and undetectable
by conventional ophthalmoscopy or fluorescein angiography, was initially possible by
means of indocyanine-green angiography [17] and, more recently, by near-infrared (NIR)
reflectance imaging, a fully noninvasive tool that reveals CAs as bright patchy lesions, most
often observed within the major vascular retinal arcades [18–21].

It has already been described that CAs tend to increase with patient age, both in the
general NF1-population [19,22,23] and in the pediatric NF1-population [24], but none of
the previous studies analyzed the same population longitudinally.

The aim of our study was to assess the natural evolution of CAs in a large cohort of
NF1-affected children during a long-term follow-up, through an analysis that reduced the
influence of the physiological growth of the eye.

2. Materials and Methods

This was an observational, longitudinal study performed in accordance with the tenets
of the Declaration of Helsinki and approved by the Institutional Review Board. Informed
consent was obtained from the legal guardian of each enrolled infant.

We retrospectively recruited pediatric patients affected by NF1 according to the revised
diagnostic criteria for Neurofibromatosis type 1 of the International Consensus Group on
Neurofibromatosis Diagnostic Criteria (I-NF-DC) [6], followed for surveillance in our
Neurofibromatosis Eye Clinic between February 2012 and January 2021. Inclusion criteria
were pediatric patients affected by NF1 [6], younger than 16 years old at their first clinical
examination, with a follow-up of at least three years, who presented at least one CA in one
eye. Exclusion criteria were a history of any ophthalmologic disease that may have affected
the choroid and/or retina (e.g., uveitis, retinopathy of prematurity, maculopathy, congenital
ocular malformations) or impaired adequate fundus visualization (e.g., congenital cataract
or other media opacities). Eyes presenting optic disc abnormalities at baseline or developing
optic disc oedema during follow-up (determining an inaccurate tracing of the optic disc
margin that may affect the process of normalization of the CAs for the optic disc dimensions)
were also excluded from the study.

At each evaluation, all patients underwent a complete ophthalmologic examination
including: visual acuity assessment using age-appropriate visual function tests [25,26], slit
lamp biomicroscopic examination and fundus examination using indirect ophthalmoscopy.
The NIR reflectance modality of the Spectralis HRA + OCT (Heidelberg Engineering,
Heidelberg, Germany) was used to evaluate the presence of CAs for each subject at each
examination, as previously reported [8]. Briefly, images of the posterior pole and retinal
midperiphery were captured using a 50◦ lens centered onto the posterior pole, with the help
of an internal or external target (depending on age and patient cooperation) to maintain
adequate fixation. The Spectralis automatic real time (ART) modality (16–100 averaged
images) was used to avoid motion artifacts. The image resolution was 768 × 768 pixels.

The best quality image (which means the one with the best focus and resolution) was
chosen to undergo a further analysis using the open-source available ImageJ software
(National Institutes of Health, Bethesda, MD, USA). Each image was elaborated through
the following steps (Figure 1): (a) the “Enhance Local Contrast” tool with software standard
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parameters was applied; (b) the “Oval” tool was used to manually identify the optic disc
margin; three consecutive acquisitions were used to obtain the mean optic disc area (ODA)
and the mean optic disc perimeter (ODP), and no significant variability was found among
the measurements; (c) the “Wand Tracing” tool was used to automatically detect and trace
margins of each visible CA; the area and the perimeter of each CA were automatically
calculated. A reference number was assigned to each CA in each analyzed eye to allow
comparison of the same lesion at each follow-up examination.
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Figure 1. Elaboration of a near-infrared (NIR) image of a neurofibromatosis type 1 (NF1) patient eye
with choroidal abnormalities (CAs). (A) original NIR image; (B) application of the “Enhance Local
Contrast” tool with software standard parameters; (C) identification of the optic disc margin with the
“Oval” tool; (D) identification of all the visible CAs, tracing of their margin with the “Wand Tracing”
tool and assignment of a reference number.

The area of CAs was expressed in pixel2 and then normalized for the ODA, and the
perimeter of the CAs was expressed in pixel and then normalized for the ODC (to avoid
possible bias related to the growing process of the eye). Thus, we obtained two measures
for each CA, after normalization for optic disc dimensions: (a) CA area expressed in optic
disc area (ODA); (b) CA perimeter expressed in optic disc perimeter (ODP). Data regarding
the number, the area and the perimeter of CAs were collected at the baseline evaluation
and at 1-year, 3-years, 5-years and 7-years follow-up visits.

We also collected data regarding NF1-related signs other than CAs that were present
in each patient, such as the presence of six or more CALMs, axillary or inguinal freckling,
two or more neurofibromas of any type or one plexiform neurofibroma, OPG, two or more
LNs and distinctive osseous lesions.
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Finally, the genetic mutation responsible for the disease was registered when available;
thus, patients were divided into five groups according to the type of their mutation:
missense, frameshift, splicing, deletions and nonsense, according to previously published
methods of classification [10,27,28].

Statistical Analysis

All study parameters were summarized according to usual methods of descriptive
statistics for quantitative variables: the mean value and standard deviation were computed
for the number, area, and perimeter of CAs.

In each eye, the total area of CAs (sum of the area of all CAs) and the total perimeter
of CAs (sum of the perimeter of all CAs) were computed.

In this analysis, the number of CAs, normalized CAs area measure and normalized
CAs perimeter measure were considered. Normalized measures were obtained by dividing
the CAs area and perimeter by the optic disc’s area and perimeter respectively, measured
at the same time.

Variation of the three measures across time was analyzed by means of a multiple linear
regression model including not only time, but also the patient’s age and baseline value of
the measure. The regression coefficient of the independent variable “Time” represented
the rate of change (increase if positive, decrease if negative); the statistical inference of this
coefficient gave us suggestions about the significance of correlation with time.

The comparisons of measures at 1, 3, 5, and 7 years compared to the baseline were
analyzed by means of an ANOVA model adjusted for the patient’s age and baseline
value of the dependent variable, followed by Tukey–Kramer post-hoc tests for multiple
comparisons. The models were also adjusted for the replication of measures in both eyes of
the same patient.

The correlation between CAs number at baseline and the number of NF-related signs
presented at the age of 8 (the age at which NF1 has its maximal genetic penetrance) and
type of genetic mutation were analyzed by means of a linear regression model adjusted for
patient age.

For all analyses, SAS® v. 9.4 statistical software was used (SAS Institute, Cary, NC, USA).
Statistical results were interpreted as significant if p < 0.05.

3. Results

This study enrolled 99 eyes of 53 patients (31 males and 22 females), with a mean
age of 7.1 ± 3.8 years old. Seven eyes that developed swelling of the optic nerve due to
the presence of OPG during the follow-up were excluded from the analysis. All 99 eyes
were examined at baseline and at least at 3-years follow-up (T3); 1-year follow-up (T1)
was available for 80 eyes, 5-years follow-up (T5) for 59 eyes and 7-years follow-up (T7) for
36 eyes. The mean time duration of follow-up and the mean age at the last ophthalmologic
evaluation were 5 ± 1.71 years and 7.46 ± 3.72 years, respectively. The child’s age at
baseline did not relate to the follow-up length (p = 0.5981) during the study.

Data regarding the analysis on CAs number and dimensions are summarized in
Tables 1 and 2.

Table 1. Evolution along time of CAs number and size.

CAs Parameter Baseline T1 T3 T5 T7

n = 99 n = 80 n = 99 n = 59 n = 36
Number

(mean ± sd) 3.6 ± 3.2 4.6 ± 3.5 6.4 ± 4.1 8.1 ± 4.8 9.6 ± 5.3

Area 1

(mean ± sd)
1.159 ± 0.975 1.367 ± 1.178 1.495 ± 1.162 1.534 ± 1.213 2.130 ± 1.564

Perimeter 2

(mean ± sd)
4.858 ± 3.745 5.320 ± 4.417 5.753 ± 4.652 5.803 ± 4.647 6.956 ± 4.536

1 CAs areas are expressed in ODA; 2 CAs perimeters are expressed in ODP.
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Table 2. Coefficients and p-values of the multiple linear regression analysis conducted on the variation
of the CAs number, area and perimeter over time; the model also included the patient’s age and
baseline value of the measure; statistically significative values are in bold.

Parameter CAs Number CAs Area CAs Perimeter

Time 0.8213, p < 0.0001 0.1047, p < 0.0001 0.2102, p < 0.0001
Age −0.1313, p = 0.0068 −0.0019, p = 0.8446 0.0514, p = 0.1736

Baseline value 1.1707, p < 0.0001 1.1274, p < 0.0001 1.1012, p < 0.0001

The mean number of CAs increased from baseline (3.6 ± 3.2) to different follow-up
visits (4.6 ± 3.5 at T1, 6.4 ± 4.1 at T3, 8.1 ± 4.8 at T5 and 9.6 ± 5.3 at T7), with a statistically
significant trend (p < 0.0001) and an estimated growth rate of 0.82 CAs per year, adjusted
for age and for the CAs number at baseline (Figures 2 and 3).
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(D) (elaborated image) represent the 3-years follow-up. In (B), red arrows indicate new CAs detected;
green arrows indicate enlargement of previously observed CAs.
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Figure 3. Graphical representation of the evolution along time of the CAs number (A), CAs area (B)
and CAs perimeter (C); mean point and error bars are presented in the graphs.

The statistical significance was maintained even when considering separately intervals
between different follow-up visits (p = 0.0418 for T5 vs. T7, p < 0.0001 for all the other time
intervals): data are shown in Table 3.

Table 3. p-values and coefficients of the multiple linear regression analysis conducted on the variation
of the CAs number, area and perimeter over time, considering intervals between different follow-up
visits; statistically significative values are in bold; the patient’s age at baseline and baseline value of
the measures were the covariates included in the models.

Time Interval CAs Number CAs Area CAs Perimeter

p-Value Coefficient p-Value Coefficient p-Value Coefficient

Baseline vs. T1 <0.0001 −1.1721 0.0004 −0.2427 0.0126 −0.7167
Baseline vs. T3 <0.0001 −2.7677 <0.0001 −0.3362 0.0003 −0.8943
Baseline vs. T5 <0.0001 −4.4944 <0.0001 −0.4637 <0.0001 −1.2635
Baseline vs. T7 <0.0001 −5.5130 <0.0001 −0.8906 <0.0001 −1.5382

T1 vs. T3 <0.0001 −1.5956 0.5015 −0.0935 0.9316 −0.1776
T1 vs. T5 <0.0001 −3.3223 0.0113 −0.2210 0.2190 −0.5468
T1 vs. T7 <0.0001 −4.3409 <0.0001 −0.6479 0.0697 −0.8215
T3 vs. T5 <0.0001 −1.7268 0.2968 −0.1275 0.5781 −0.3692
T3 vs. T7 <0.0001 −2.7453 <0.0001 −0.5545 0.2204 −0.6439
T5 vs. T7 0.0418 −1.0185 <0.0001 −0.4270 0.9186 −0.2747
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The CAs number over time was negatively correlated with the patient’s age at baseline
(coefficient = −0.1313; p = 0.0068) and positively correlated with the CAs number at baseline
(coefficient = 1.1707; p < 0.0001).

Regarding dimensions, the mean area of CAs was 1.159 ± 0.975 ODAs at base-
line, 1.367 ± 1.178 ODAs at T1, 1.495 ± 1.162 ODAs at T3, 1.534 ± 1.213 ODAs at T5
and 2.130 ± 1.564 ODAs at T7. The mean perimeter of CAs was 4.858 ± 3.745 ODPs at
baseline, 5.320 ± 4.417 ODPs at T1, 5.753 ± 4.652 ODPs at T3, 5.803 ± 4.647 ODPs at T5
and 6.956 ± 4.536 ODPs at T7. Both the CAs area and perimeter increased significantly
over time (p < 0.0001 for each parameter), adjusted for age and the CAs dimension at
baseline, and the estimated growth rate per year was 0.10 ODA and 0.21 ODP, respectively
(Figures 2 and 3).

There was a positive statistically significant correlation between the CAs area and
perimeter over time and the CAs dimensions at baseline (p < 0.0001 for both parame-
ters), while no significant correlation was found with age (p = 0.8446 for area; p = 0.1736
for perimeter).

Considering the intervals between different follow-up visits, the increase in the CAs
area was always significant, except for the interval between T1 and T3 and between T3
and T5; the increase in the CAs perimeter resulted significant only for the interval between
baseline and T1, T3, T5 and T7 (Table 3).

We searched for a possible correlation between the CAs number at baseline (adjusted
for age) and the severity of the disease expressed as quantity of NF-related signs (i.e.,
CALMs, atypical freckling, neurofibromas, OPG, LNs and distinctive osseous lesions),
presented by each child at the age of 8, when penetrance of the disease in complete in 95%
of cases [29]. The presence/absence of LNs was collected for all the studied subjects, while
data regarding the other manifestations were available for 50 patients, since 3 children
were followed for systemic features of the disease in other centers. The frequencies of other
NF1-related signs are listed in Table 4. No significant correlation was found (p = 0.2746).

Table 4. Frequencies of other NF1-related signs presented by children at the age of 8 years old.

NF-Related Sign Patients Number Frequency

n %
Lisch nodules

(at least 2) 53 38 71.7%

Café-au-lait macules 50 50 100%
Atypical freckling 50 50 100%

Neurofibromas
(at least 2 or 1 plexiform) 50 27 54%

Optic pathway glioma 50 18 34.62%
Distinctive osseous lesions 50 5 10%

Finally, data collected on the genotype of the studied population are reported in
Table 5. Five subjects were excluded from this analysis: a genetic test had not been
performed for 2, had been performed in other centers and was not available for 2 and
had not revealed pathogenic variants for 1. Complete details of the specific genotype
associated with the CAs parameters of the study population are reported in Table S1 in the
Supplementary Materials.
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Table 5. Frequencies of different types of genetic mutations responsible for the disease, collected in
48 patients.

Type of Mutation Frequency

n %
Missense 8 16.7%

Frameshift 16 33.3%
Splicing 7 14.6%
Deletion 3 6.2%

Nonsense 14 29.2%
Total 48 100%

No significant correlation was found between the CAs number at baseline, adjusted
for age, and the type of genetic mutation (i.e., missense, frameshift, splicing, deletions and
nonsense) responsible for NF1 (p = 0.4204).

4. Discussion

Our study assessed the natural history of CAs in a large cohort of pediatric patients
affected by NF1, regarding both the CAs number and dimensions.

A positive correlation between the CAs number and patient age has already been
described [19,22–24]; nevertheless, the majority of previous studies were cross-sectional,
thus providing only indirect evidence for the effect of time. We found a significant increase
of the CAs mean number over time, with an estimated growth rate of 0.82 CAs per year
(p < 0.0001). Therefore, our findings confirm on a longitudinal perspective what has been
previously suggested by cross-sectional studies.

An inverse correlation was found between the CAs number and patient’s age at
baseline, which means that a greater increase over time was seen in patients younger at
baseline. To date, no reports on CAs age-specific incidence have been published, and by
means of this inverse correlation, we can infer that CAs increase in number at an earlier
age. This could facilitate their detection and allow clinicians to reach a diagnosis of NF1 in
suspected children at an early age when the clinical picture seems incomplete.

Our study revealed that the increase in the CAs number was positively correlated
with the CAs number at baseline, highlighting that the increase is greater in children that
have more CAs at the baseline evaluation. We also found a positive correlation between the
CAs size progression over time and the CAs baseline dimensions, meaning that subjects
presenting wider CAs at their first evaluation were those who had a greater increase in their
CAs size during follow-up. We evaluated if the CAs number at baseline could possibly
be correlated with the quantity of other NF1-related signs (i.e., CALMs, atypical freckling,
neurofibromas, OPG, LNs and distinctive osseous lesions) expressed by the children at the
age of 8, when penetrance of the disease is complete in 95% of cases, or with the type of
genetic mutation (i.e., missense, frameshift, splicing, deletions and nonsense) responsible
for NF1. None of the two analyses showed a significant correlation. Thus, we can conclude
that CAs are independent from the quantity of other NF1 present signs as well as from a
specific NF1 genotype. Our findings agree with those reported by Cassiman et al., who did
not find any significant difference regarding the presence of CAs comparing two groups of
NF1 patients, one with truncanting and one with non-truncanting mutations [10].

Two recent papers described the evolution of CAs in terms of dimensions. Chilibeck
et al. reported a progression in the number and dimensions of CAs in 26 eyes from
14 children [30], and Touze et al. showed an increase of CAs and of their size longitudinally
analyzing a pediatric NF1-population [31]. However, none of these works considered the
physiological increase in eyeball dimension during childhood that could bias the CAs
surface increase. For this reason, we analyzed the CAs dimensions by means of a software
that could enhance their distinctive brightness to better define and trace their boundaries
and to normalize the obtained measures for the optic disc area and perimeter. Our study
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demonstrated a significant increasing trend in the CAs dimensions, with an estimated
growth rate of 0.10 ODAs and 0.21 ODPs per year.

We did not find any significant correlation between the CAs size progression and
patient age, suggesting a constant increase in the CAs dimensions, at least during childhood.
This finding is in contrast with the report of Touzè et al. [31], who described that the slope
of progression was maximal between the age of 8 and 12 years. Such a spike could be
explained by a growth of the eye corresponding to the puberty period [32–34], whereas
in our study, adjusting the CAs measures for the optic disc area and perimeter removed
all the influence of the physiological growth of the eye. A possible limit of this study
could have been the use of specific follow-up timepoints (irrespective of age), rather than
age-specific time points. We decided on this approach to correlate Sa specific time period to
the CAs modification. Nevertheless, to reduce the risk of an age-related bias, the statistical
correction by the patient’s age at baseline was performed. A second potential limitation
was that we did not search for a possible correlation between the CAs number and each
NF1-related manifestation. Different from most of the other published works, our study
was a longitudinal one, aiming to evaluate the quantity and size of CAs over time. The
correlation between this quantitative changing parameter and a qualitative parameter
(represented by each of the other NF-related signs) caught at a precise time-point would
lack, in our opinion, statistical and meaningful strength. Moreover, the fact that all included
subjects were characterized by the presence of CAs (as an inclusion criterion) may represent
a remarkable bias in correlating this sign with the other NF-related manifestations. We
did not include in our study design the assessment of the CAs thickness by means of OCT
scans, mainly because CAs appear on OCT as irregular hyperreflective or hyporeflective
foci in the choroid; thus, this technique is useful in confirming the choroidal localization of
the abnormalities but it would not be precise in defining the real thickness of CAs, since
their melanin component acts by blocking the underlying signal, giving a back-shadowing
effect [21]. Anyway, it could be an interesting point to develop in the future. Moreover,
a further evaluation of the behaviour of CAs in adulthood would also be interesting to
investigate if a growth of the same persists even later in life.

5. Conclusions

In conclusion, this is the first report assessing longitudinally, on a long-term basis, the
natural evolution of CAs in an NF1 pediatric population considering and eliminating the
influence of eye growth. We demonstrated that the CAs number increases particularly at
an early age, while a slow growth in size is significant and constant during childhood.
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www.mdpi.com/article/10.3390/cancers14061423/s1, Table S1: Details of study population genotype
and associated CAs parameters.

Author Contributions: Conceptualization, E.C., L.F. and R.P.; methodology, E.C., L.F. and R.P.;
investigation, E.C., G.M. (Giacomo Miglionico), C.S.D.B., M.B., E.T., I.G. and G.M. (Giulia Midena);
data curation, E.C., G.M. (Giacomo Miglionico) and C.S.D.B.; writing—original draft preparation,
E.C. and R.P.; writing—review and editing, E.C., M.B., G.M. (Giulia Midena) and R.P.; supervision,
R.P. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and it was approved by the Ethics Committee of Padova (protocol code
74n/AO/20, approved on 21 January 2021).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data presented in this study are available in the Article. Eventual
additional data are available on request from the corresponding author.

https://www.mdpi.com/article/10.3390/cancers14061423/s1
https://www.mdpi.com/article/10.3390/cancers14061423/s1


Cancers 2022, 14, 1423 10 of 11

Acknowledgments: The research contribution by the G.B. Bietti Foundation was supported by
Fondazione Roma and Ministry of Health. The authors thank Fabiano Cavarzeran, Ophthalmology
Clinic, Department of Ophthalmology, University of Padova, Padova, Italy, for his support in the
statistical analysis.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Evans, D.G.; Howard, E.; Giblin, C.; Clancy, T.; Spencer, H.; Huson, S.M.; Lalloo, F. Birth incidence and prevalence of tumor-prone

syndromes: Estimates from a UK family genetic register service. Am. J. Med. Genet. Part A 2010, 152, 327–332. [CrossRef]
[PubMed]

2. Ferner, R.E.; Huson, S.M.; Thomas, N.; Moss, C.; Willshaw, H.; Evans, D.G.; Upadhyaya, M.; Towers, R.; Gleeson, M.; Steiger,
C.; et al. Guidelines for the diagnosis and management of individuals with neurofibromatosis. J. Med. Genet. 2007, 44, 81–88.
[CrossRef] [PubMed]

3. Listernick, R.; Ferner, R.E.; Liu, G.T.; Gutmann, D.H. Optic pathway gliomas in neurofibromatosis-1: Controversies and
recommendations. Ann. Neurol. 2007, 61, 189–198. [CrossRef] [PubMed]

4. Pasmant, E.; Vidaud, M.; Vidaud, D.; Wolkenstein, P. Neurofibromatosis type 1: From genotype to phenotype. J. Med. Genet. 2012,
49, 483–489. [CrossRef]

5. Clementi, M.; Barbujani, G.; Turolla, L.; Tenconi, R. Neurofibromatosis-1: A maximum likelihood estimation of mutation rate.
Hum. Genet. 1990, 84, 116–118. [CrossRef]

6. Legius, E.; Messiaen, L.; Wolkenstein, P.; Pancza, P.; Avery, R.A.; Berman, Y.; Blakeley, J.; Babovic-Vuksanovic, D.; Cunha, K.S.;
Ferner, R.; et al. Revised diagnostic criteria for neurofibromatosis type 1 and Legius syndrome: An international consensus
recommendation. Genet. Med. 2021, 23, 1506–1513. [CrossRef]

7. Tadini, G.; Milani, D.; Menni, F.; Pezzani, L.; Sabatini, C.; Esposito, S. Is it time to change the neurofibromatosis 1 diagnostic
criteria? Eur. J. Intern. Med. 2014, 25, 506–510. [CrossRef]

8. Parrozzani, R.; Clementi, M.; Frizziero, L.; Miglionico, G.; Perrini, P.; Cavarzeran, F.; Kotsafti, O.; Comacchio, F.; Trevisson, E.;
Convento, E.; et al. In vivo detection of Choroidal abnormalities related to NF1: Feasibility and comparison with standard NIH
diagnostic criteria in pediatric patients. Investig. Ophthalmol. Vis. Sci. 2015, 56, 6036–6042. [CrossRef]

9. Vagge, A.; Camicione, P.; Capris, C.; Sburlati, C.; Panarello, S.; Calevo, M.G.; Traverso, C.E.; Capris, P. Choroidal abnormalities
in neurofibromatosis type 1 detected by near-infrared reflectance imaging in paediatric population. Acta Ophthalmol. 2015, 93,
e667–e671. [CrossRef]

10. Cassiman, C.; Casteels, I.; Jacob, J.; Plasschaert, E.; Brems, H.; Dubron, K.; Keer, K.V.; Legius, E. Choroidal abnormalities in
café-au-lait syndromes: A new differential diagnostic tool? Clin. Genet. 2017, 91, 529–535. [CrossRef]

11. Viola, F.; Villani, E.; Natacci, F.; Selicorni, A.; Melloni, G.; Vezzola, D.; Barteselli, G.; Mapelli, C.; Pirondini, C.; Ratiglia, R.
Choroidal abnormalities detected by near-infrared reflectance imaging as a new diagnostic criterion for neurofibromatosis 1.
Ophthalmology 2012, 119, 369–375. [CrossRef] [PubMed]

12. Parrozzani, R.; Midena, E. Author response: Choroidal abnormalities detected by near-infrared imaging (NIR) in pediatric
patients with neurofibromatosis type 1 (NF1). Investig. Ophthalmol. Vis. Sci. 2016, 57, 775. [CrossRef] [PubMed]

13. Klein, R.M.; Glassman, L. Neurofibromatosis of the choroid. Am. J. Ophthalmol. 1985, 99, 367–368. [CrossRef]
14. Wolter, J.R. Nerve Fibrils in Ovoid Bodies: With Neurofibromatosis of the Choroid. Arch. Ophthalmol. 1965, 73, 696–699. [CrossRef]
15. Kurosawa, A.; Kurosawa, H. Ovoid Bodies in Choroidal Neurofibromatosis. Arch. Ophthalmol. 1982, 100, 1939–1941. [CrossRef]
16. Woog, J.J.; Albert, D.M.; Craft, J.; Silberman, N.; Horns, D. Choroidal ganglioneuroma in neurofibromatosis. Graefe’s Arch. Clin.

Exp. Ophthalmol. 1983, 220, 25–31. [CrossRef]
17. Rescaldani, C.; Nicolini, P.; Fatigati, G.; Bottoni, F.G. Clinical application of digital indocyanine green angiography in choroidal

neurofibromatosis. Ophthalmologica 1998, 212, 99–104. [CrossRef]
18. Yasunari, T.; Shiraki, K.; Hattori, H.; Miki, T. Frequency of choroidal abnormalities in neurofibromatosis type 1. Lancet 2000, 356,

988–992. [CrossRef]
19. Nakakura, S.; Shiraki, K.; Yasunari, T.; Hayashi, Y.; Ataka, S.; Kohno, T. Quantification and anatomic distribution of choroidal

abnormalities in patients with type I neurofibromatosis. Graefe’s Arch. Clin. Exp. Ophthalmol. 2005, 243, 980–984. [CrossRef]
20. Ueda-Consolvo, T.; Miyakoshi, A.; Ozaki, H.; Houki, S.; Hayashi, A. Near-infrared fundus autofluorescence-visualized melanin

in the choroidal abnormalities of neurofibromatosis type 1. Clin. Ophthalmol. 2012, 6, 1191–1194.
21. Makino, S.; Tampo, H. Optical Coherence Tomography Imaging of Choroidal Abnormalities in Neurofibromatosis Type 1.

Case Rep. Ophthalmol. Med. 2013, 2013, 292981. [CrossRef] [PubMed]
22. Makino, S.; Tampo, H.; Arai, Y.; Obata, H. Correlations between choroidal abnormalities, lisch nodules, and age in patients with

neurofibromatosis type 1. Clin. Ophthalmol. 2014, 8, 165–168. [CrossRef] [PubMed]
23. Moramarco, A.; Giustini, S.; Nofroni, I.; Mallone, F.; Miraglia, E.; Iacovino, C.; Calvieri, S.; Lambiase, A. Near-infrared imaging:

An in vivo, non-invasive diagnostic tool in neurofibromatosis type 1. Graefe’s Arch. Clin. Exp. Ophthalmol. 2018, 256, 307–311.
[CrossRef] [PubMed]

http://doi.org/10.1002/ajmg.a.33139
http://www.ncbi.nlm.nih.gov/pubmed/20082463
http://doi.org/10.1136/jmg.2006.045906
http://www.ncbi.nlm.nih.gov/pubmed/17105749
http://doi.org/10.1002/ana.21107
http://www.ncbi.nlm.nih.gov/pubmed/17387725
http://doi.org/10.1136/jmedgenet-2012-100978
http://doi.org/10.1007/BF00208923
http://doi.org/10.1038/s41436-021-01170-5
http://doi.org/10.1016/j.ejim.2014.04.004
http://doi.org/10.1167/iovs.14-16053
http://doi.org/10.1111/aos.12750
http://doi.org/10.1111/cge.12873
http://doi.org/10.1016/j.ophtha.2011.07.046
http://www.ncbi.nlm.nih.gov/pubmed/21963267
http://doi.org/10.1167/iovs.15-18829
http://www.ncbi.nlm.nih.gov/pubmed/26934132
http://doi.org/10.1016/0002-9394(85)90376-9
http://doi.org/10.1001/archopht.1965.00970030698019
http://doi.org/10.1001/archopht.1982.01030040919010
http://doi.org/10.1007/BF02307012
http://doi.org/10.1159/000027287
http://doi.org/10.1016/S0140-6736(00)02716-1
http://doi.org/10.1007/s00417-005-1184-z
http://doi.org/10.1155/2013/292981
http://www.ncbi.nlm.nih.gov/pubmed/23710396
http://doi.org/10.2147/OPTH.S56327
http://www.ncbi.nlm.nih.gov/pubmed/24403820
http://doi.org/10.1007/s00417-017-3870-z
http://www.ncbi.nlm.nih.gov/pubmed/29290016


Cancers 2022, 14, 1423 11 of 11

24. Goktas, S.; Sakarya, Y.; Ozcimen, M.; Alpfidan, I.; Uzun, M.; Sakarya, R.; Yarbag, A. Frequency of choroidal abnormalities in
pediatric patients with neurofibromatosis type 1. J. Pediatr. Ophthalmol. Strabismus 2014, 51, 204–208. [CrossRef]

25. Avery, R.A.; Bouffet, E.; Packer, R.J.; Reginald, A. Feasibility and comparison of visual acuity testing methods in children with
neurofibromatosis type 1 and/or optic pathway gliomas. Investig. Opthalmol. Vis. Sci. 2013, 54, 1034–1038. [CrossRef]

26. Chou, R.; Dana, T.; Bougatsos, C. Screening for visual impairment in children ages 1–5 years: Systematic review to update the
2004 U.S. preventive services task force recommendation. Evid. Synth. 2011, 81, 1–137.

27. Sabbagh, A.; Pasmant, E.; Imbard, A.; Luscan, A.; Soares, M.; Blanché, H.; Laurendeau, I.; Ferkal, S.; Vidaud, M.; Pin-
son, S.; et al. NF1 molecular characterization and neurofibromatosis type I genotype-phenotype correlation: The French
experience. Hum. Mutat. 2013, 34, 1510–1518. [CrossRef]

28. Castle, B.; Baser, M.E.; Huson, S.M.; Cooper, D.N. Evaluation of genotype-phenotype correlations in neurofibromatosis type 1.
J. Med. Genet. 2003, 40, 109. [CrossRef]

29. DeBella, K.; Szudek, J.; Friedman, J.M. Use of the National Institutes of Health criteria for diagnosis of neurofibromatosis 1 in
children. Pediatrics 2000, 105, 608–614. [CrossRef]

30. Chilibeck, C.M.; Shah, S.; Russell, H.C.; Vincent, A.L. The presence and progression of choroidal neurofibromas in a predominantly
pediatric population with neurofibromatosis type-1. Ophthalmic Genet. 2021, 42, 223–229. [CrossRef]

31. Touzé, R.; Manassero, A.; Bremond-Gignac, D.; Robert, M.P. Long-term follow-up of choroidal abnormalities in children with
neurofibromatosis type 1. Clin. Exp. Ophthalmol. 2021, 49, 516–519. [CrossRef] [PubMed]

32. Yip, V.C.H.; Pan, C.W.; Lin, X.Y.; Lee, Y.S.; Gazzard, G.; Yong, T.Y.; Saw, S.M. The relationship between growth spurts and myopia
in Singapore children. Investig. Ophthalmol. Vis. Sci. 2012, 53, 7961–7966. [CrossRef] [PubMed]

33. Kearney, S.; Strang, N.C.; Cagnolati, B.; Gray, L.S. Change in body height, axial length and refractive status over a four-year
period in caucasian children and young adults. J. Optom. 2020, 13, 128–136. [CrossRef] [PubMed]

34. Ojaimi, E.; Morgan, I.G.; Robaei, D.; Rose, K.A.; Smith, W.; Rochtchina, E.; Mitchell, P. Effect of stature and other anthropometric
parameters on eye size and refraction in a population-based study of Australian children. Investig. Ophthalmol. Vis. Sci. 2005, 46,
4424–4429. [CrossRef]

http://doi.org/10.3928/01913913-20140513-02
http://doi.org/10.1167/iovs.12-11385
http://doi.org/10.1002/humu.22392
http://doi.org/10.1136/jmg.40.10.e109
http://doi.org/10.1542/peds.105.3.608
http://doi.org/10.1080/13816810.2021.1881977
http://doi.org/10.1111/ceo.13936
http://www.ncbi.nlm.nih.gov/pubmed/33893699
http://doi.org/10.1167/iovs.12-10402
http://www.ncbi.nlm.nih.gov/pubmed/23150611
http://doi.org/10.1016/j.optom.2019.12.008
http://www.ncbi.nlm.nih.gov/pubmed/31992535
http://doi.org/10.1167/iovs.05-0077

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

