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MalloneF,SacchettiM,Lambiase A, Moramarco A.MolecularInsights
and Emerging Strategies for Treatment of Metastatic Uveal Melanoma.
Cancers (Basel). 2020 Sep 25;12(10):2761. doi: 10.3390/
cancers12102761. PMID: 32992823; PMCID: PMC7600598.

2020
Abstract

Uvealmelanoma(UM)isthemostcommonintraocularcancer.Inrecentdecades, majoradvanceshave
beenachievedinthediagnosisandprognosisof UM allowingfortailoredtreatments.However,
nearly50%ofpatientsstilldevelop metastaticdiseasewithsurvivalratesoflessthan 1year. Thereis
currentlyno standard of adjuvantandmetastatic treatmentin UM, and available therapies are
ineffective resulting from cutaneous melanoma protocols. Advances and novel treatment options
including liver-directed therapies, immunotherapy, and targeted-therapy havebeeninvestigated
inUM-dedicated clinical trials onsingle compoundsorcombinationaltherapies, withpromisingresults.
Therapiesaimedat prolonging ortargeting metastatic tumordormancy providedencouraging results in
othercancers,andneedto beexploredinUM. Inthis review, thelatest progress inthediagnosis,
prognosis,andtreatmentofUMinadjuvantandmetastatic settingsarediscussed. Inaddition, novel
insightsintotumor genetics, biology and immunology, and the mechanisms underlying metastatic
dormancy are discussed. As evident from the numerous studies discussed in this review, the
increasing knowledge of this disease and the promising results from testing of novel
individualized therapies could offer future perspectives for translatingin clinical use.

Keywords: adjuvant therapy; combined therapy; immunotherapy; liver-directed- therapies; metastatic
dormancy; metastatic therapy; metastatic uveal melanoma (mUM); prognostication; targeted-
therapy; uvealmelanoma(UM).

Mallone F, Lucchino L, Franzone F, Marenco M, Carlesimo SC, Moramarco
A.High-dose vitamin B supplementation for persistent visual deficitin
multiple sclerosis: a pilot study. Drug Discov Ther.2020;14(3):122-128.
doi: 10.5582/ddt.2020.03031. PMID: 32669520.

2020
Abstract

The aim of this study is to investigate the potential neuroprotective effect of high- doses vitamins
B1, B6 and B12 in patients with relapsing-remitting multiple sclerosis (RRMS) and persistent visual




loss after acute optic neuritis (AON). Sixteen patients (20 eyes) diagnosed with RRMS and visual
permanent disability following AON were enrolled for the present open, pilot study. Each patient
was treated with oral high-doses 300 mg of vitamin B1, 450 mg of vitamin B6 and 1,500 mcg of
vitamin B12, as add-on treatment to concomitant disease-modifying therapies (DMTs) for
consecutive 90 days. Outcome measures were to determine changes from baseline to month three
in visual acuity (VA) and visual field (VF) testing, with correlations with clinical parameters.
Logistical regression was performed to evaluate predictors of final VA. A statistically significant
improvement was registered in visual acuity (p = 0.002) and foveal sensitivity threshold (FT) (p =
0.006) at follow-up compared to baseline. A similar trend was demonstrated for mean deviation
(MD) (p < 0.0001), and pattern standard deviation (PSD) (p < 0.0001). Age at the time of inclusion
was positively correlated with latency time (rho = 0.47, p = 0.03), while showing a negative
correlation with visual acuity (rho= - 0.45, p = 0.04) and foveal sensitivity threshold (rho = - 0.6, p =
0.005) at follow up. A statistically significant correlation was demonstrated between foveal
sensitivity threshold and visual acuity at baseline (rho = 0.79, p < 0.0001). In a linear regression
model, the main predictor of visual acuity at follow up was the foveal sensitivity threshold (B = 1.39;
p <0.0001). Supplemental high-dose vitamins B1, B6 and B12 resulted as effective therapy to
improve visual function parameters in MS-related visual persistent disability.

Keywords: B Vitamins group; neuroprotection; visual function.

Mallone F,Marcelli M, Monsellato R, Franzone F, Gharbiya M, Lambiase
A.Self-sealing posteriorscleral perforationin airgun oculartrauma,
surgical tip: a case report. BMC Ophthalmol. 2020 Apr 22;20(1):164.
doi: 10.1186/s12886-020-01435-8. PMID: 32321467; PMCID:
PMC7178978.

2020
Abstract

Background: Intraorbital metallic foreign bodies have varied clinical presentations. Here, we report
the unusual case of intraoperative evidence of spontaneously healed posteriorscleral perforationin
asevere ballistictraumawithout previous instrumental signs of penetrating wound and complete
visual restoration after surgery.

Case presentation: Thepatientwashitbyseveralleadhuntingpelletsinthechest, abdomen,limbs,
faceandorbit. Computed Tomography (CT)imagesrevealedthe presence of apelletwithintheorbitary
cavity, closetotheoptic nerve, withnosigns ofpenetratingocularwound. Whileperformingvitrectomy
forseverevitreous hemorrhage, apointof strong adherence betweenaold hemorrhage and retinal
surfacewasidentifiedandmanaged conservatively, asitwas attributed totrauma related-impactarea.
So,leadforeignbodytook anunusualtrajectoryimpactingthe globe andfinallylodging backinthe deep
orbitary cavity,inabsence of significant ocular injury and with visual prognosis preservation.

Conclusions: Ourfindings provide furtherinformation onorbital injuries from airguns,atheme of
growingpopularityand concern. Intraoperative recognition of hardly removable oldhemorrhagicclot
asself-blockagesite of posteriorscleral penetrating trauma, allowed for surgical stabilization and
minimalsolicitation of the area to avoid inadvertent perforation.

Keywords: Airgun; Case report; Ocular trauma; Pellet; Vitreous hemorrhage.

Moramarco A, Mallone F, Pirraglia MP, Bruscolini A, Giustolisi R, La Cava
M, Lambiase A. Clinical Features of Ocular Syphilis: aRetrospective
Clinical Study in an Italian Referral Centre. Semin Ophthalmol. 2020
Jan 2;35(1):50-55. doi: 10.1080/08820538.2020.1723651. Epub 2020
Feb 8. PMID: 32036734.

2020
Abstract

Purpose:Todescribetheclinicalcharacteristicsandvisualprognosisofocular involvement in
syphilis.Design: A retrospective cohort study.Methods: We studied the charts of 24 patientswho
visited our Ophthalmological Centrein Rome, Italy. All patients with serological evidence of syphilitic
infection were included.Results: Ocular involvement was the first manifestation of syphilitic disease
in 96% and HumanImmunodeficiencyVirus(HIV)seropositivitywasfoundin29%ofthecases. Themost
frequentocularmanifestationwasposterioruveitis. Vitreousinvolvement was frequent. Patients with
papillitis atonsetshowed better visual outcome with antisyphilitictreatment. Posterioruveitisatonset
andHIVseropositivitywere negativeprognosticfactorsforvisualoutcome. HIV-positivepatients
showedmore severe and frequent bilateral course of ocular involvement in
syphilis.Conclusions: The ophthalmologist should suspect syphilis in patien ts with uveitis or
optic neuropathy associated with high-risk sexual behaviour and/or HIV, or in patients with




posterior placoid chorioretinitis, necrotising retinitis, or interstitial keratitis.

Keywords: HIV; infectious uveitis; posterior uveitis; syphilis.

Moramarco A, Himmelblau E, Miraglia E, Mallone F, Roberti V, Franzone F,
lacovino C, Giustini S, Lambiase A. Ocular manifestations in Gorlin- Goltz
syndrome. Orphanet J Rare Dis. 2019 Sep 18;14(1):218. doi:
10.1186/s13023-019-1190-6. PMID: 31533758; PMCID: PMC6749644.

2019
Abstract

Background: Gorlin-Goltz syndrome, also known as nevoid basal cell carcinoma syndrome,isa
rare genetic disorderthatis transmitted in an autosomal dominant mannerwithcomplete penetrance
andvariableexpressivity. ltiscausedin85%of the caseswithaknownetiology by pathogenicvariants
inthePTCH1 gene,andis characterized by a wide range of developmental abnormalities and a
predisposition to multiple neoplasms. The manifestations are multiple and systemic and
consist of basal cell carcinomas in various regions, odontogenic keratocistictumorsandskeletal
anomalies,tonamethemostfrequent. Despitethe scarcemedicalliteratureonthetopic,ocular
involvementinthissyndromeis frequentandatthelevelofvariousocularstructures.Ourstudy
focusesonthe visualapparatus andits annexesinsubjects with this syndrome, in ordertobetter
understand how this syndrome affects the ocular system, and to evaluate with greater accuracy
andprecisionthe nature of these manifestationsinthis groupof patients.

Results: Our study confirms the presence of the commonly cited ocular findings in thegeneral
literatureregardingthe syndrome [hypertelorism (45.5%),congenital cataract (18%), nystagmus
(9%), colobomas (9%)] and highlights strabismus (63% of the patients), epiretinal membranes (36%)
and myelinated optic nerve fiber layers(36%)asthemostfrequentophthalmologicalfindingsin
thisgroupof patients.

Conclusions: The presence of characteristic and frequent ocular signs in the Gorlin- Goltzsyndrome
couldhelpwiththe diagnostic processinsubjects suspected of havingthe syndromewhodonotyet
haveadiagnosis. The ophthalmologisthas a roleaspartofamultidisciplinary teaminmanaging
thesepatients. The ophthalmological follow-upthatthese patients require, canallow, if necessary, a
timelytherapythatcouldimprovethevisualprognosisofsuchpatients.

Keywords: Gorlin syndrome; Gorlin-Goltz syndrome; Myelinated optical nerve fiber layers; Nevoid
basal cellcarcinomasyndrome; Ocularanomalies; Odontogenic keratocyst.

BruscoliniA,LaCavaM, Mallone F,Marcelli M, Ralli M, Sagnelli P,Greco
A, Lambiase A. Controversies in the management of neuromyelitis
optica spectrum disorder. Expert Rev Neurother. 2019 Nov;19(11):
1127-1133. doi: 10.1080/14737175.2019.1648210. Epub 2019 Aug
12. PMID: 31339052.

2019
Abstract

Introduction: Neuromyelitis optica spectrum disorders (NMOSD) are autoimmune diseasesofthe
centralnervoussystemmainlyinvolvingtheopticnervesandspinal cord. Many advances have been
madeinunderstanding theimmunopathology of NMOSD and related clinical classification,
nevertheless, open issues in management and effective therapeutic approaches still remain. Areas
covered: In this article, the authors reviewed and discussed the scientific evidence in
pathogenesis and pharmacological therapy of NMOSD addressing the more recent advances in new
biological treatment option and therapeutic strategy that may helptoimprove managementofthis
condition. Expert opinion: Despite current immunopathogenic evidence, NMOSD management
represents a challenge due to the poor-validated diagnostic, prognostic andtherapeutic biomarkers. A
tailored approachis mandatorytoimprovethemanagementofthedifferentdisease clinical
settings.

Keywords: Neuromyelitisopticaspectrumdisorders (NMOSD); aquaporin-4 immunoglobulin G (AQP4-
lgG); diagnostic criteria; emerging treatment; immunopathogenesis; management; myelin
oligodendrocyte glycoprotein immunoglobulin G (MOG-lgG); standard treatment.

Moramarco A, Miraglia E, Mallone F, Roberti V, lacovino C, Bruscolini A,
Giustolisi R, Giustini S. Retinal microvascular abnormalities in
neurofibromatosis type 1. Br J Ophthalmol. 2019 Nov;103(11):



1590-1594. doi: 10.1136/bjophthalmol-2018-313002. Epub 2019 Jan
31. PMID: 30705042.

2019
Abstract

Purpose: The aim of this study was to provide a classification of the different retinal vascular
arrangementsinneurofibromatosis 1(NF 1), withappropriate qualitative and quantitative
information.

Methods: This study was conducted on 334 consecutive patients with NF 1 and 106 sex-matched and
age-matched healthy control subjects. Each patient underwent a comprehensive ophthalmological
examination inclusive of near-infrared reflectance retinography by using the spectral domain
Optical coherence tomography (OCT),acompletedermatologicalexaminationand1.5TMRIscanof
thebraintoassessthepresenceofopticnervegliomas. Toevaluatethe predictabilityandthe
diagnostic accuracy of ouridentified retinal microvascular arrangements, we calculated the
diagnostic indicators for each pattern of pathology, withcorresponding 95% Cl. Inaddition, we
evaluatedtheassociation between the microvasculararrangements and eachNational Institutes of
Health diagnostic criteria.

Results: Microvascularabnormalitiesweredetectedin1050f334NF 1 patients (31.4%),thesimple
vasculartortuositywasrecognisedin 780f 105cases (74.3%) and whether the corkscrew pattern
and the moyamoya-like type showed a frequency of42.8%(450f 105cases)and 15.2% (160f105
cases), respectively. Wefoundastatisticallysignificantcorrelationbetweenthepresenceofretinal
microvascularabnormalities andthe patientage (p=0.02) andbetweenthe simple vasculartortuosity,
the patientage and the presence of neurofibromas (p=0.002 and p=0.05,respectively).

Conclusions: Weidentifiedmicrovascularalterationsin31.4%ofpatientsanda statistically significant
associationwith patientage. Moreover, the mostfrequent type of microvascular alterations, the simple
vascular tortuosity, resulted positively associated with age and withthe presence of neurofibromas.

Keywords: NF1; NIR-OCT; microvascular abnormalities; moya-moya disease; ophthalmoscopy; retina.

Moramarco A, Giustini S, Nofroni I, Mallone F, Miraglia E, lacovino C,
Calvieri S, Lambiase A. Near-infrared imaging: an in vivo, non-invasive
diagnostic tool in neurofibromatosis type 1. Graefes Arch Clin Exp
Ophthalmol. 2018 Feb;256(2):307-311. doi: 10.1007/s00417-017-3870-z.
Epub 2017 Dec 30. PMID: 29290016.

2018
Abstract

Purpose: Only a few reports in the literature have investigated the presence of ocular
abnormalities in neurofibromatosis type 1 (NF-1) patients. The aim of this study was to evaluate
the prevalence of ocular abnormalities in a large population of NF1 patients, focusing on the
choroidal changes.

Methods: This study was conducted on 160 consecutive patients with NF1 and 106 sex- and age-
matched healthy subjects (control). Each patient underwent a complete ophthalmological
examination inclusive of best-corrected visual acuity, intraocular pressure measurement, slit-lamp
biomicroscopy, indirect fundus biomicroscopy, and near-infrared reflectance (NIR) retinography by
using the spectral domain OCT. Moreover, all patients underwent complete dermatological exam
and 1.5-Tesla MRI scan of the brain to assess the presence of optic nerve gliomas. Results:
Choroidal abnormalities were detected in 97% of patients, with a positive predictive value of 100%
and a negative predictive value of 96.4%. Interestingly, a small number of patients (4/160; 2.5%)
showed Lisch nodules without choroidal abnormalities, whereas a larger number of patents
(22/160; 13.75%) presented choroidal lesions in absence of Lisch nodules. None of the patients
showed the absence of both choroidal lesions and Lisch nodules. The number of choroidal lesions
increased with age (r = 0.364, p = 0.0001) and with the severity of pathology (r = 0.23, p = 0.003).
Any statistically significant correlation between choroidal lesions, visual acuity, and intraocular
pressure was observed.

Conclusions: NIR imaging represents an in vivo, non-invasive, sensitive and reproducible exam
to detect choroidal nodules in NF-1 patients, suggesting that choroidal changes may represent
an additional diagnostic criterion for NF1.

Keywords: Choroid; Lisch nodules; NIR-Oct; Neurofibromatosis type 1;
Ophthalmoscopy.

Gharbiya M, Giustolisi R, Marchiori J, Bruscolini A, Mallone F, Fameli V,
Nebbioso M, Abdolrahimzadeh S. Comparison of Short-Term Choroidal
Thickness and Retinal Morphological Changes after Intravitreal Anti- VEGF




Therapy with Ranibizumab or Aflibercept in Treatment-Naive Eyes. Curr
Eye Res. 2018 Mar;43(3):391-396. doi:10.1080/02713683.2017.1405045.
Epub 2017 Nov 22. PMID: 29166140.

2018
Abstract

Purpose: To evaluate choroidal thickness (CT) and retinal morphological changes in eyes with
neovascular age-related macular degeneration (nAMD) following ranibizumab or aflibercept
intravitreal treatment.

Materials and methods: Thiswasaprospective,observational,comparativestudy where 76eyes
of76consecutivepatientswithtreatment-naivenAMDwere consecutively enrolled andrandomized
toranibizumab 0.5 mg oraflibercept2mg injections. Spectral-domainopticalcoherencetomography
imagesofthechoroid were obtained by enhanced depth imaging modality. CT measurements were
madeofthesubfovealchoroid,andat500umfromthecenterofthefoveainthe superior,inferior,
temporal,andnasalquadrants. Centralsubfieldretinalthickness, intraretinal fluid, subretinal fluid,
and pigment epithelium detachment were evaluated. Patients were followed up for 3 months.

Results: Comparedwith baseline, CT decreased overtimeinboththeranibizumab andaflibercept
group(P=0.04and0.001,respectively).Ateachlocation,the decrease in CT was significantly
more prominent in aflibercept with respect to ranibizumab-treated eyes (P < 0.05). Among
the different choroidal neovascularization subtypes, type 3lesions showed the greatest CT decrease
after anti-vascular endothelial growth factorinjections (P =0.003). Choroidal thinning was significantly
greaterintype 3lesions treated with aflibercept compared with ranibizumab (F =13.6,P=0.002).
Post-treatmentincidence of dry maculawas higherinaflibercept-versus ranibizumab-treatedeyes
(50%Vs.76%,P=0.03).

Conclusions: CT reduction is greater in aflibercept-treated eyes, and type 3 lesions show the greatest
thickness decrease. The post-treatment frequency of dry macula, evaluated by qualitative parameters, is
higherinaflibercept-treatedeyes, butisnot correlated with CT change.

Keywords: Age-related macular degeneration; aflibercept; anti-VEGF; choroidal thickness; dry macula;
optical coherence tomography; ranibizumab.

Trebbastoni A, Marcelli M, Mallone F, D'Antonio F, Imbriano L,
Campanelli A, de Lena C, Gharbiya M. Attenuation of Choroidal
Thickness in Patients With Alzheimer Disease: Evidence From an Italian
Prospective Study. Alzheimer Dis Assoc Disord.2017 Apr-Jun;31(2):
128-134. doi: 10.1097/WAD.0000000000000176. PMID: 27875364.

2017
Abstract

Introduction: Tocompare the 12-month choroidal thickness (CT) change between Alzheimer
disease (AD)patients andnormal subjects.

Methods: Inthis prospective, observational study, 39 patients with a diagnosis of mildtomoderate AD
and 39age-matched control subjects were included. Allthe subjects underwent neuropsychological
(Mini Mental State Examination, Alzheimer disease Assessment Scale-Cognitive Subscale, and the
Clinical Dementia Rating Scale) and ophthalmological evaluation, includingspectral domain optical
coherencetomography,atbaselineandafter12months.CTwasmeasured manuallyusingthe
calipertooloftheopticalcoherencetomographydevice.

Results: After 12months, AD patients hadagreater reductionof CTthan controls (P<0.05,adjusted
forbaseline CT,age, sex,axiallength,andsmoking).

Discussion: CTin patients with AD showed a rate of thinning greater than what could be
expected during the natural course of aging.

Moramarco A, Lambiase A, Mallone F, Miraglia E, Giustini S. A
characteristictype of retinalmicrovascularabnormalitiesinapatient
with Neurofibromatosis type 1. Clin Ter.2019 Jan-Feb;170(1):e4-e9.
doi: 10.7417/CT.2019.2101. PMID: 30789191.

2019
Abstract

This study aims to describe a typical retinal microvascular abnormality in patients with
neurofibromatosis type 1 (NF-1). A 64-year-old man with diagnosis of NF-1 was



evaluated by complete ophthalmological examination, including fluorescein
angiography and spectral Domain OCT in Near-Infrared (NIR-OCT) modality. Slit lamp
exam showed the presence of more than 10 Lisch nodules for each eye.

Ophthalmic examinations and NIR-OCT scans showed the presence of retinal tortuous
vessels ending in a 'puff of smoke' arrangement. The clinical significance as diagnostic
and prognostic factor of this novel type of retinal microvascular abnormality in NF-1
should be further investigated. Keywords: Microvascular abnormalities; Moya-Moya
disease; NIR-OCT; Neurofibromatosis; Retina.

@ Miraglia E, lacovino C, Corbo G, Mallone F, Moramarco A, Giustini S.
Lisch Nodules in Schwannomatosis: A New Manifestation. Acta
Scientific Ophthalmology. 2020 Dec.; Volume 3 Issue 12. (Article in
course of publication).

2020
Abstract

Schwannomatosis is a syndrome characterized by presence of schwannomas in the
absence of bilateral vestibular schwannomas and meningiomas. Schwannomas interest
frequently peripheral nerves (90%) and spinal nerves (75%).

Schwannomatosis are generally sporadic; in 15 - 25% are familiar. The genes involved are
SMARCB1 (40-50% of familial) and LZTR1. The reported phenotype continues to expand
and evolve. We report the case of a patient with Schwannomatosis and Lisch nodules,
typical manifestation of NF1.

Keywords: Lisch Nodules; Schwannomatosis; Schwannomas
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