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New hope for elderly
victims of disease
that causes blindness

Radiation therapy will reduce the need for regular injections

By Nick Colfin, Science Corraspondent
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Radiation Retinopathy

* 6 months to 3 years from exposure

e Presents as vascular disease

* Damage to endothelial cells of retinal
capillaries

« Cotton-wool spots, retinal hemorrhages,
microaneurysms, perivascular sheathing,
capillary telangiectasia, macular oedema, dis
oedema.

* Retinal ischemia = > NVE/NVD/NVI

» Threshold dose for clinically detectable RR is
35 Gy (minimum reported 11 Gy)

« Visually significant RR is rare below 45 Gy

» Typical protocols for ARMD treatment involv:
fractionated doses of 2-34 Gy

» Endothelial cell death => migration of new
endothelial cells for repair => incitement of
neovascularization

¢ The gold standard treatment is
photocoagulation (anti-VEGF therapeutics angl
corticosteroids show promise)

* Ongoing Treatment of Radiation Retinopathy
Trial
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Preliminary IRay Clinical Data

¢ 19 patients treated with 2 ranibizumab injections
flanking a single 24-Gy fraction

¢ At 6 months, no patients lost >15 ETDRS letters
and 16% gained >15 letters (similar for 16 Gy)

* An additional 7 injections were performed.

* A “radiation-first” strategy using a 16-Gy fraction
and salvage ranibizumab was not as promising

¢ INTREPID study compares IRay combination
therapy with anti-VEGF therapy alone

INTREPID

A randomized, prospective, double-blind, controlled trial
251 European sites

Previously treated patients with CNV due to AMD
Diagnosis within 3 years

At least three ranibizumab or bevacizumab injections in
the previous 12 months.

226 patients in a 2:1:2:1 randomization receive either 1
Gy or 24 Gy (or matching sham radiation) plus injection
of ranibizumab.

Control groups receive sham radiation plus ranibizuma

» Retreatment with ranibizumab guided by one of:

» OCT findings (increase of 100 um in the central
foveal subfield from the best previous exam)

» New or increased macular hemorrhage
» >5 ETDRS letter decrease from baseline vision
plus AMD activity.

» The primary outcome = number of injections in a 52
week period

e Secondary outcomes: changes in mean VA, loss of
<15 ETDRS letters, gain &fl5 ETDRS letters, gain
of >0 ETDRS letters, and change in CNV size




Number Injections 2.64 243 3.74

Change in VA 0.28 0.40 157
<15 letters lost 93% 89% 91%

Angiographic lesion area 1.15mndi 0.49mni 0.75mni
change

OCT central thickness chan¢ 85.90 70.39 33.51
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PT and anti-VEGF therapy
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