Graefes Arch Clin Exp Ophthalmol (2016) 254:1023-1024
DOI 10.1007/s00417-015-3219-4

@ CrossMark

LETTER TO THE EDITOR

Bevacizumab treatment of macular edema in CRVO and BRVO:
long-term follow-up (BERVOLT study: bevacizumab for RVO

long-term follow-up)

Dan Cilugiru' - Mihai Cilugiru’

Received: 5 October 2015 / Accepted: 5 November 2015 /Published online: 14 November 2015

© Springer-Verlag Berlin Heidelberg 2015

Dear Editor:

The article by Kornhauser et al [1] summarized their clin-
ical experience with the efficacy and safety of intravitreal
bevacizumab (IVB, Avastin; Genentech, Inc., San Francisco,
CA, USA) injections in the treatment of patients with branch
retinal vein occlusion (BRVO) and central retinal vein occlu-
sion (CRVO). We would like to address the long-term results
of this series regarding the efficacy of IVB injections in pa-
tients with macular edema (ME) following CRVO. The study
has several shortcomings that prevent the validation of their
results:

1. The study was conducted retrospectively, with the possi-
ble existence of bias. Thus, patients who were treated with
laser photocoagulation or triamcinolone acetonide prior to
the study were not excluded. In some cases, three IVB
injections were administered at 1-month intervals, with a
follow-up examination 1 month after the third injection.
For other patients, the frequency of injections was based
on the clinical evaluation of the treating ophthalmologist.

2. Patients were not divided into non-ischemic and ischemic
subtype groups. Neither fluorescein angiography nor as-
sessment of the presence of relative afferent pupillary de-
fect were routinely performed.

3. The treatment schemes for injections and re-injections
were not clearly specified.
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4. There were no data on patients with “no residual macular
edema”, defined as central macular thickness (CMT)<
300 wm [2], or on anatomical types of ME (cystic changes
within neurosensory retinal/subretinal fluid).

5. The comparison with the CRUISE [3] and RAVE [4] trials
was not suitable, because the CRUISE trial [3] enrolled
patients who almost exclusively experienced non-
ischemic occlusions (98.5 %), while the RAVE trial [4]
included only patients with ischemic occlusions.

6. The reference data were not updated with the available
long-term results of the trials that had dealt with the effi-
cacy of therapy with bevacizumab [5], ranibizumab
(Lucentis; Genentech, Inc., San Francisco, CA, USA)
[6], and aflibercept (Eylea; Regeneron Pharmaceuticals,
Inc., Tarrytown, NY, USA) [7, 8].

7. The overall neovascular complication rate of 25 % in the
treated patients was extremely high. Our 10-year natural
history prospective study [9] of 147 patients with acute
CRVO (<1 week of CRVO onset) revealed a 28.2 % cu-
mulative prevalence of neovascular glaucoma.

Additionally, there was a discrepancy between the changes
in visual acuity (VA) and CMT. While improving vision was
minimal (a gain of approximately five Early Treatment
Diabetic Retinopathy Study letters), CMT was significant de-
creased at the third month, after which it increased to 423 um
by the end of the observation period. Of note, this value is
much more than the cutoff (252 wm) for the upper level of
normal CMT, i.e., the average macular thickness measure-
ments in healthy eyes (212+£20 um) [10] plus two standard
deviations. The persistence of edematous macular changes
despite bevacizumab treatment is a sign of active and progres-
sive disease, requiring further treatment with antiangiogenic
agents. The deterioration in outcome measures could be ex-
plained by the low frequency of injections (pro re nata
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regimen) and the long interval of time from CRVO diagnosis
to initiation of treatment (average 2.9 months), during which
the patients went without treatment. These factors favored the
delayed occurrence of ischemic and irreversible lesions of the
macular ganglion cell complex, close to the foveola, with ME
being a minor factor.

In 2015, we published a prospective clinical study [5] on the
3-year outcomes of bevacizumab treatment in patients with
acute (<1 month after the occlusion was diagnosed) central/
hemi-central retinal vein occlusions (C/HCRVO). Of these pa-
tients, 50 % had ischemic C/HCRVOs. The results of this study
showed, for the first time, evidence suggesting that early treat-
ment administered immediately after clinical onset of venous
occlusion provides significant and sustained improvement in
VA and CMT, with inactive disease (dry retina and stable vi-
sual acuity for at least 6 months after the last injection) in most
phakic patients with acute C/HCRVOs, making this treatment
option a rational and viable therapeutic strategy.
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