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We read with interest the article, “Adult onset retino-
blastoma: A diagnostic dilemma” by Raj et al. where
they have presented a case of a previously undiagnosed
retinoblastoma (RB) which was eviscerated and subse-
quently treated.1 Adult-onset RB is indeed rare and is
most often misdiagnosed.2 We thank the authors for
presenting this rare clinical scenario. While most pre-
viously reported cases have been about ocular surgery
in previously undiagnosed intraocular RBs, Raj et al.
have reported a case where intraocular surgery was
performed in an eye with previously undiagnosed orbi-
tal RB. As is noticeable from Figure 1 of their report, in
addition to the perforated cornea, the conjunctival bul-
ging noted superiorly and superotemporally are sugges-
tive of extraocular extension. However, hindsight is
always 20/20, and the authors, upon diagnosing RB,
have meticulously conducted a metastatic workup and
treated the disease with surgery, chemotherapy, and
radiotherapy. In this communication, we wish to put
forth three important issues that are relevant to the case
in point here:

(1) Standard protocol for metastatic screening in
orbital RB

(2) High-dose chemotherapy (HDC) vs. standard
chemotherapy

(3) Extended high-dose adjuvant chemotherapy

Standard protocol for metastatic screening in
orbital RB

The treating clinician can prognosticate the disease
only if the correct stage is known. In RB, the presence
of orbital invasion of the intraocular tumor increases
the risk of systemic metastasis by 10–27-fold and is

associated with poor prognosis; furthermore, metastatic
RB is also associated with poor prognosis.3–5 Therefore,
in orbital RB, it is important to perform additional tests
and procedures to stage the disease correctly.6,7 This
includes the following:

● A thorough systemic physical evaluation
● Assessment of all regional lymph nodes – if enlarged,

fine-needle aspiration cytology (FNAC) of the
affected nodes

● Imaging of the orbit and brain (computed tomogra-
phy/magnetic resonance imaging)

● Chest X-ray
● Ultrasonography of the abdomen
● Bone marrow biopsy
● Cerebrospinal fluid cytology

High-dose chemotherapy vs. standard
chemotherapy

The authors have reported that the patient received
chemotherapy with vincristine, etoposide and carbopla-
tin and radiotherapy. We believe that this is an oppor-
tunity to emphasize on the importance of HDC which
is effective in orbital and metastatic RB.8 Given the
rarity of accidental orbital RB, it is difficult to establish
a protocol for its treatment. However, it has been
recommended that primary orbital RB should be trea-
ted with a high-dose triple drug regimen comprising of
the same dugs used by Raj et al.: carboplatin, etoposide,
and vincristine.7 Honavar and Singh reported the out-
comes of 16 cases with unilateral orbital RB without
intracranial extension and systemic metastasis. They
reported that after following a multimodal treatment
protocol for orbital RB that included HDC, 88%
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patients were free of local recurrence or systemic
metastasis at a 3-year follow-up. 8,9

Extended high-dose adjuvant chemotherapy

As mentioned earlier, multimodal treatment protocol by
combination of chemotherapy, radiotherapy, and sur-
gery is recommended in orbital RB. Here, intravenous
systemic HDC comprising of vincristine, etoposide, and
carboplatin for 3–9 cycles facilitates enucleation/
extended enucleation/exenteration. Subsequently, after
surgery, 40–50 Gy external beam radiotherapy (EBRT)
over 20–25 fractions is administered to the pretreatment
extent of the disease and this is followed by extended
HDC for a total of 12 cycles.5 While Honavar and Singh
recommend this protocol for primary orbital RB, we
believe that this can be extrapolated for cases of acciden-
tal orbital RB as well.9,10

Finally, as the authors have emphasized, preoperative
imaging of the posterior segment must be done in all cases
of painful blind eyes prior to destructive surgery.11

Previously undiagnosed intraocular tumors may mas-
querade as other clinical entities further underscoring
the need for imaging in such cases.12

It is also important to highlight the biological differences
between adult-onset RBs and pediatric RBs. Adult-onset
RB could be due to activation of undiagnosed sponta-
neously regressed RB or retinoma/retinocytoma or delayed
activation of persistent embryonal retinal cell with RB1
mutation. The biologic behavior of tumor in adults versus
children may be different and needs further evaluation. In
the future, the road ahead may see specific therapies based
on these biological differences. With limited evidence of
treatment of adult-onset RB in the literature, similar pro-
tocols as in children may be used for adult-onset RB.
However, the prediction of effectiveness of the currently
available treatment in adults may not be made accurately
and is only speculative.

We congratulate the authors for having presented a
unique case of adult-onset RB. With aggressive treatment,
even advanced cases of orbital RBs can be treated and lives
saved. However, this requires protocol-based management

and a concerted team-effort from the ophthalmologist,
pathologist, and the oncologist.
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