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case serves to remind us to consider massive sub-retinal and 
suprachoroidal hemorrhages as causes of secondary angle 
closure glaucoma, especially in patients with known AMD 
and PCV.
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Treatment options for myopic 
CNV ‑ Is photodynamic therapy still 
relevant?

Dear Sir,
We read with interest the article by Manayeth et al.[1] 
describing the use of low-fluence photodynamic therapy (PDT) 
to successfully treat a patient who developed myopic 
choroidal neovascularization (CNV) following laser in situ 
Keratomileusis (LASIK), as well as the comment by Gopal[2] on the 
efficacy of anti-vascular endothelial growth factor (anti-VEGF) 
agents compared to PDT in the treatment of CNV.

The Ranibizumab and PDT [verteporfin] evaluation in 
myopic choroidal neovascularization (RADIANCE) study,[3] a 
randomized controlled trial comparing ranibizumab against 
verteporfin PDT for the treatment of myopic CNV, reported that 

ranibizumab treatment provided superior visual acuity (VA) 
gains compared to PDT. In addition, among the non-randomized 
studies published in the literature, patients with myopic CNV 
treated using anti-VEGF agents were reported to have better 
mean VA compared to patients treated with PDT.[4]

However, we would like to highlight that PDT may result in 
good visual outcomes in carefully selected patients, especially 
those with extrafoveal CNV lesions where the laser spot can be 
adjusted to spare the fovea. In a study of 24 eyes with myopic 
CNV,[5] we found that among patients who were treated with 
foveal-sparing PDT, 77.8% achieved VA of ≥ 20/40, with a mean 
final logMAR VA of 0.26. An additional factor influencing the 
outcome is size of the myopic CNV lesion. Tan et al.[4] reported 
that myopic CNV lesions with a greatest linear diameter (GLD) 
of ≤ 1000 µm had better outcomes compared to those with larger 
GLD. While we acknowledge the difficulty of making direct 
comparisons of results from different studies, it is interesting 
to note that the visual outcomes in our study were comparable 
to, or in some cases better than, those reported from studies 
using anti-VEGF agents.[5]

Anti-VEGF agents are associated with systemic risks such as 
cerebrovascular accidents and other arterial thromboembolic 
events, especially for patients with pre-existing disease.[5] In 
addition, intravitreal injections carry the risk of infectious 
endophthalmitis.[5] Some patients are unwilling to accept 
either the systemic or ocular risks associated with anti-VEGF 
agents, and for them, PDT may be a valuable modality of 
treatment.

In conclusion, ophthalmologists may wish to consider PDT 
in cases where the fovea can be spared, and where anti-VEGF 
agents are unsuitable or unacceptable to patients. It has been 
shown that extrafoveal CNV lesions occur in between 18.5 and 
32% of myopic CNV patients.[5] Therefore, we believe that PDT 
may still have a useful role in the management of myopic CNV, 
if patients are carefully selected.
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Varied phenotype of Homocystinuria: 
Possible diagnostic error

Dear Sir,
There are several crucial points to be made regarding the 
diagnostic criteria for the diagnosis of homocystinuria (HCU) 
due to cystathionine β-synthase (CβS) in a recent article.[1]

The  authors  have  provided a  comprehens ive 
ophthalmological examination on the two siblings described. 
However, the diagnosis of HCU seemed to be based mainly on 
mildly elevated homocysteine levels (16.02 and 18µmol/L) and 
the ocular findings in the 2 cases, without concurrent levels of 
methionine, cystine, or other confirmatory tests.

The presence of typical clinical signs may lead to a suspicion 
of CβS deficiency, but definitive diagnosis depends on a 
severely raised total homocysteine (tHcy; >100-400µmol/L) 
with low methionine and cystine levels. The confirmation of 
diagnosis is by CβS enzymology in cultured skin fibroblast 
and/or molecular analysis.[2] Plasma B12 and folate are routinely 
checked for nutritional deficiencies which can cause mildly 
elevated tHcy similar to the levels reported. Upon diagnosis, 
a trial of pyridoxine (B6) is given to ascertain clinical B6 
responsiveness, as there is no correlation between in vitro and 
in vivo responsiveness.[3]

Intellectual abilities as reported on sibling 1 as having 
developmental delay is at odds with a further statement 
which makes the assumption of probable “B6 responsive type” 
in the siblings based on the “mild systemic involvement and 
normal intelligence.” The authors further conclude that having 
developed ectopia lentis by 8 years as yet another factor for 
diagnosing HCU based on Mulvihill et al.[4] As a co-author of 
the quoted article, the conclusion drawn by the authors on 
our study having shown that “ectopia lentis in homocystinuria 
develops after 1 year and maximum by 8 years” is incorrect. Instead, 
Mulvihill et al. documented that a diagnosis of HCU was made 
at a median age of 4 years (range: 1.2-8) in 10 out of 14 cases in 
the late detected group. A further four cases had a median age 
of diagnosis for HCU of 12.8 years (range: 4-23). All 14 cases had 
lens subuxation/dislocation at a median age of HCU diagnosis 
of 6 years (range: 1.25-28 years).[4] Our study only documented 

the age at which time a diagnosis of HCU was made and did 
not determine when exactly ectopia lentis had occur.[4] Timing 
of ectopia lentis is not a diagnostic criteria.

The authors correctly surmised that superonasal subluxation 
is atypical of HCU, however, the diagnosis of HCU in the 
reported cases has yet to be confirmed correctly. In view of the 
abdominal hernias and ectopia lentis, it would be usual to rule 
out other causes such as Marfan syndrome and to properly 
confirm the diagnosis of HCU. Vitamin deficiencies should be 
looked for as a cause of mild hyperhomocysteinemia. In the 
presence of second degree consanguinity, it may be useful to 
look for other causes of developmental delay, if indeed present 
in Sibling 1.

In summary, the diagnosis of HCU must be confirmed 
and not simply based on mild hyperhomocysteinemia and 
some clinical features. Ascribing atypical features to HCU is 
premature especially when there is no evidence of the diagnosis 
being confirmed in a recognized manner.
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