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Diabetic Retinopathy Wet AMD
Hyperglycaemia Drusen
/
Death of capillaries Vascular [
/ Endothelial Inflammation
Loss of blood vessels  paotor
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No blood flow
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Low oxygen
= Vessel growth

Vascular leakiness



Diabetic macular edema Exudative (wet) AMD
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But.. DME is ~10% of
diabetic retinopathy

Brown et al 2013 (Ophthalmology)
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Average no of letters read

on chart (compared with

More good news!
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Anti-VEGF works in proliferative
diabetic retinopathy too for a bit
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Small molecule VEGF inhibitors

Control

Pazopanib eye drop

Sorafenib Tyrosine kinase
(Nexavar) inhibitor
Bayer/Onyx
Sunitinib Tyrosine kinase
(Sutent) inhibitor
Pfizer
Pazopanib Tyrosine kinase
(Votrient) inhibitor
GlaxoSmithKline
Axitinib Tyrosine kinase
(Inlyta) inhibitor
Pfizer
Vandetanib Tyrosine kinase 300 -
(Caprelsa) inhibitor £
Astra Zeneca & =0
Cabozantinib Tyrosine kinase E
(Cometriq) inhibitor =
Exelixis E *_*I.*
Regorafenib Tyrosine kinase =
(Stivarga) inhibitor =
Bayer/Onyx E

N Vehicke  Pazopanib

Yafai et al 2011
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Czacky et al 2015

Group 1 Group 2
Ranib : Placebo 4.0 f1.2 1.6
Ranib : Smg/mi TID 3.1 loa 25 DREAM DI'OPS F|0p
Ranib : Smgdml GID za b.a a2
Ranib - 10mg#émi BID as lo.7 2.1 MAY 04, 2016
Ranib : 10mgdml TID =3.9 I-‘L1 : 1.6 Ellen Kurek
Ranib : 10maimi QID -3.6 fo.s 2.0
Placebo: Smgimi TID 0 beo a7 Q- il
b
Flacebo: Smigdimil QID =1.2 ||.B 4.3
Placebo: 10mgiml BID o bs 3.a Regorafenib (Stivarga, Bayer) is an oral ar'1t|-ang|ogen|c agent ap.proved
. b by the FDA for the treatment of metastatic colorectal cancer. It is a
Placebo: 10mg#mi TIC 2.2 A 28 multi-kinase inhibitor that targets vascular endothelial growth factor
Placebo: 10mg/ml QD 2.4 b.a 3.2 (VEGF2/3) receptors, which are known to play a primary role in the
Placsho: Ranib 1.8 i h= 4.0 progression of wet AMD. It also targets platelet-derived growth factor -
(PDGFR-) receptors.
5 0 5 : Because of these effects, a topical form of the drug was evaluated in
= = 51 patients with neovascular (NV) or wet age-related macular
Group 1 Better  Group 2 Better degeneration in the DREAM trial, a combined phase 2a/b trial.
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RNA
Exons Introns
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SPHINX

All current VEGF 1njections are proteins (antibodies...)
Cannot get into the eye without injection
Sphinxes are small chemicals — drugs — that can cross into the eye
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Blocking splicing can prevent Ieakage into the eye

o /sl

Vehicle Anti-VEGE . 2 20
10,000pg/ml Sphlnx31 ug/mi

—_——

As eye drops!!
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(B) Day 1 - STZ dosing i.p. (C) Day O or 6 — SPHINX31 eye (D) Day 7 - FFA
(50mg/kg) drops(1uM)
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Rabbit PK dissection
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Anti-angiogenic drugs @
optimised for penetration
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S0 now:
1. Can we use eye drops to switch VEGF splicing in the human eye?




