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Onken MD, Worley LA, Char DH, et al. Collab-
orative Ocular Oncology Group report number 
1: prospective validation of a multi-gene prog-
nostic assay in uveal melanoma. Ophthalmology. 
2012;119(8):1596-1603.

The prognostic performance of a gene expression 
profiling assay covering 15 genes was assessed in a 
prospective, multicenter study. Primary posterior uveal 
melanomas were assigned to classes 1 (low metastatic 
risk) and 2 (high metastatic risk) prognostic catego-
ries. The assay had a high technical success rate and 
provided a highly significant improvement in rates 
of prognostic accuracy over clinical tumor, node, and 
metastasis classification.

Corrêa ZM, Augsburger JJ. Independent prognostic 
significance of gene expression profile class and 
largest basal diameter of posterior uveal melanomas. 
Am J Ophthalmol. 2016;162:20-27.

The authors of a prospective, interventional case 
series set out to determine whether select clinical 
prognostic factors for metastatic uveal melanoma 
were prognostically significant in multivariate mod-
els that incorporated a gene expression profile class 
of tumor cells. Gene expression profile class was 
the strongest prognostic factor for metastatic death, 
followed by tumor larger basal diameter, thick-
ness, and intraocular tumor location. This study  
also showed that larger basal diameter and gene 
expression profile class of tumor were both in-
dependent prognostic factors for metastasis and 
metastatic-related death.

Field MG, Decatur CL, Kurtenbach S, et al. PRAME 
as an independent biomarker for metastasis in uveal 
melanoma. Clin Cancer Res. 2016;22(5):1234-1242.

Some class 1 uveal melanoma tumors are known 
to metastasize. Among class 1 tumors, the most sig-
nificant predictor of metastasis was PRAME messenger 
RNA expression. The 5-year actuarial rate of metas-
tasis was 0% for class 1 (PRAME–), 38% for class 1 
(PRAME+), and 71% for class 2 tumors. The rate of 
median metastasis-free survival for patients with class 
1 (PRAME+) tumors was 88 months compared with 
32 months for patients with class 2 tumors. PRAME 
expression was associated with SF3B1 mutations and 
larger tumor diameter. The study findings suggested 
that PRAME is an independent prognostic biomarker 
in uveal melanoma; therefore, its presence is associ-
ated with an increased risk of metastasis in patients 
with class 1 or disomy 3 tumors. 

Jakobiec FA, Mendoza PR. Eyelid sebaceous carci-
noma: clinicopathologic and multiparametric immu-
nohistochemical analysis that includes adipophilin. 
Am J Ophthalmol. 2014;157(1):186-208.

This retrospective, clinicopathologic study sought 
to review the fine cytopathological features and im-
munohistochemistry of eyelid sebaceous carcinoma. 
The authors concluded that immunohistochemistry 
can make a significant contribution to the diagnosis 
of sebaceous carcinoma, and that p53 and vesicular 
granular adipophilin positivity could reliably supple-
ment routine microscopic diagnosis of infiltrative tu-
mors and could be used in paraffin sections, thereby 
obviating the oil red O staining of frozen sections. 

Plaza JA, Mackinnon A, Carrillo L, et al. Role of 
immunohistochemistry in the diagnosis of se-
baceous carcinoma: a clinicopathologic and im-
munohistochemical study. Am J Dermatopathol. 
2015;37(11):809-821.

The diagnosis of sebaceous carcinoma, which is 
an uncommon malignant epithelial neoplasm with a 
predilection for the periocular region, can be difficult 
to discern upon the initial presentation of a patient be-
cause the condition can clinically and histopathologi-
cally resemble other common benign and malignant 
epithelial lesions. A diagnosis of sebaceous carcinoma 
is made by confirmation of sebaceous differentiation 
of neoplastic cells; however, its recognition may be 
sometimes difficult and may require ancillary stud-
ies. The results of this study suggest that adipophilin 
represents a sensitive and reliable marker for diag-
nosing sebaceous carcinoma. Including various epi-
thelial markers in the panel could also be of help if 
adequately used. 

Riemens A, Bromberg J, Touitou V, et al. Treatment 
strategies in primary vitreoretinal lymphoma: a 
17-center European collaborative study. JAMA 
Ophthalmol. 2015;133(2):191-197.

In this study, researchers evaluated the outcomes 
of treatment regimens used for primary vitreoretinal 
lymphoma for the prevention of subsequent central 
nervous system lymphoma (CNSL). Therapy to prevent 
CNSL included ocular radiotherapy, ocular chemo-
therapy, or both (group A); extensive systemic treat-
ment (group B); and a combination of ocular and 
extensive treatment (group C). CNSL developed in 
32% of group A, 43% of group B, and 39% of group C. 
The 5-year cumulative survival rate was lower in those 
with CNSL compared with those without CNSL (68%) 
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and was similar among all treatment groups. The most 
common adverse event was acute renal failure. The 
researchers of this study were unable to prove that 
use of systemic chemotherapy could prevent CNSL.

Chan CC, Rubenstein JL, Coupland SE, et al. Primary 
vitreoretinal lymphoma: a report from an Interna-
tional Primary Central Nervous System Lympho-
ma Collaborative Group symposium. Oncologist. 
2011;16(11):1589-1599.

Primary vitreoretinal lymphoma (PVRL) common-
ly masquerades as posterior uveitis and has a unique 
tropism for the retina and central nervous system 
(CNS). More than 15% of patients with primary CNS 
lymphoma develop intraocular lymphoma, usually 
occurring in the retina, vitreous, or both areas. Con-
versely, 65% to 90% of patients with PVRL develop 
CNS lymphoma. PVRL is most often diagnosed using 
both histology to identify lymphoma cells in the vitre-
ous or retina and immunohistochemistry to indicate 
monoclonality. Optimal therapy for PVRL has not yet 
been defined, but it is sensitive to radiotherapy and 
exhibits high responsiveness to intravitreal methotrex-
ate or rituximab. Although systemic chemotherapy 
alone can result in high response rates in patients with 
PVRL, a high relapse rate is seen in this population. 

Grossniklaus HE. Progression of ocular melanoma 
metastasis to the liver: the 2012 Zimmerman lecture. 
JAMA Ophthalmol. 2013;131(4):462-469.

Grossniklaus evaluated the immunohistochemical 
and histological findings of uveal melanoma that me-
tastasizes to the liver. Stage 1 metastases were identi-
fied in the sinusoidal spaces of 90% of study patients; 
these metastases were avascular and lacked mitotic 
activity. Stages 2 and 3 metastases were found in all 
study patients. Immunohistochemical stains were pos-
itive for S100 or HMB45 in all tumors. Overall, stage 1 
metastases outnumbered stage 2 metastases (which 
outnumbered stage 3 metastases). The mean vascular 
density and mitotic index increased from stage 2 to 
stage 3 metastases. The architecture of stage 2 metas-
tases mimicked the surrounding hepatic parenchyma, 
whereas stage 3 metastases exhibited either lobular 
or portal growth patterns. 

Stacy RC, Jakobeic FA, Schoenfield L, et al. Unifocal 
and multifocal lymphoid hyperplasia vs follicular 
lymphoma of the ocular adnexa. Am J Ophthalmol. 
2010;150(3):412-426.

This study was conducted so researchers could 
characterize the differentiating histopathological and 
immunophenotypic features of reactive lymphoid hy-
perplasia (RLH) and follicular lymphoma of the ocular 
adnexa. Microscopic analysis with immunohistochem-
ical staining can be reliably used to distinguish RLH 

from follicular lymphoma. The researchers noted that 
an undescribed “multifocal RLH” syndrome must be 
distinguished from follicular lymphoma. Conjunctival 
RLH can usually be managed surgically without radio-
therapy, but “multifocal RLH” required systemic treat-
ment in 2 of 3 patients. Follicular lymphoma requires 
systemic chemotherapy if discovered beyond stage 1E.

Al-Jamal RT, Cassoux N, Desjardins L, et al. The pe-
diatric choroidal and ciliary body melanoma study: 
a survey by the European Ophthalmic Oncology 
Group. Ophthalmology. 2016;123(4):898-907.

In this retrospective, multicenter, observational 
trial, European researchers collected comprehen-
sive data on choroidal and ciliary body melanoma 
in children in order to determine whether children 
younger than 18 years of age, those of the male sex, 
and those without ciliary body involvement have a 
more favorable survival prognosis than young adults 
18 to 24 years of age, those of the female sex, and 
those with ciliary body involvement. By multivariate 
analysis, being a young adult, having a higher tumor, 
node, and metastasis stage, and being of the female 
sex independently predicted less favorable rates of 
survival. Ciliary body involvement and cell type were 
not associated with rates of survival. 
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