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	anecortave acetate
	Retaane
	Alcon
	

	rhuFab
	Lucentis
	Genentech
	

	pegaptanib sodium
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	Eyetech
	

	verteporfin
	Visudyne
	Novartis
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Executive Summary

If AAO 2003 was a feast for CNV drugs-in-development, then ARVO 2004 was surely a famine. A search of the abstracts for words like rhuFab, Macugen or anecortave returns a half-dozen papers and posters, at best. Only one minisymposium relevant to retinal disease was offered. Much of the information in the posters and papers consisted of summaries and retrospective analysis. The vast majority of presentations dealt with animal and bench research. ARVO, after all, is first and foremost a platform for basic research in ophthalmology and vision. Nevertheless, the small number of presentations of relevance to the present purpose did yield some interesting trends and shifts that may indicate significant changes in stance among the key players. Studies for Visudyne, the only drug approved for AMD-related CNV, and which has recently been approved for expanded indications, were more numerous.

The 2004 ARVO annual meeting took place in Fort Lauderdale, Florida, from April 25 - 29. More than 8000 participants attended the presentation of approximately 5500 posters and papers. This Pulse was prepared based on 19 posters, 10 papers and two minisymposium presentations attended by the author. One poster listed for attendance was withdrawn.

The results for the Phase III trials of SnET2 suggest that this form of PDT may benefit a wider range of lesion types, and extend benefits with patients with higher initial VA than is the case with Visudyne. An NDA was submitted in March, 2004. However, the mood of the retinal community towards PDT in general is fairly negative, particularly with regard to high costs and moderate benefits. Judging by comments heard around the meeting, the perceived benefits of switching to SnET2 will have to be high before many practitioners will invest in yet another laser, particularly when so many of them (including at least some of the SnET2 researchers) now look upon PDT as a stopgap until the anti-VEGFs come on-line.

With no new results to report, Dr. Heier reviewed the rhuFab story so far and reported on the new, larger trials that have begun in the past few months or are currently recruiting (MARINA, FOCUS and ANCHOR).

Retaane, under the guidance of Dr. Jason Slakter, appears to be preparing to make its presence felt in the near future. Dr. Slakter’s poster on the use of Retaane with TA appears to be part of a coordinated program to place Retaane at the centre of AMD therapy. This combination therapy, for which the poster presents a compelling rationale, represents a sea change in Dr. Slakter’s position in intravitreal injection since AAO 2003. at that conference, Dr. Slakter repeatedly raised the specter of endophthalmitis and other dire consequences or intravitreal therapy as a major reason to look to transscleral Retaane as a future drug of choice. Given what seems to be a large increase in confidence among ophthalmologists towards the safety of intravitreal injection, born out of their increasing experience with steroid injections, Dr. Slakter has apparently abandoned the safety advantage of Retaane (for the treatment of active CNV) in favor of incorporating TA to bolster its anti-angiogenic properties with the anti-permeability provided by TA. In doing this, he is attempting to position the drug as a platform to which future modalities such as Macugen can be added as desired.

Not content with this, trading once again on the safety of Retaane, Dr. Slakter is also vigorously pursuing a preventative role for the drug. Based on comments that Dr. Slakter was heard to have made, it is the understanding of this journalist that the plan is to seek very high-risk dry eyes whose companion eyes are already damaged by CNV, in order to ensure rapid recruitment. The selection of this type of patient will present a strong challenge to the drug in terms of proving efficacy. The study outcome, however, may be of secondary importance; the very existence of the trial (which should be underway in time for the launch of Retaane–results from the Phase III trial of Retaane are expected this fall), underscoring the product’s safety aspects, should be sufficient to generate a large amount of off-label use for prevention. This will also have the effect of making it difficult for other companies to recruit people for safety trials. Dr. Slakter was heard to say that he had had to use a great deal of persistence and persuasion to convince the company to proceed with this trial.

Further evidence of the increased comfort ophthalmologists feel concerning intravitreal injection was found in the four posters and two papers on the use of TA in combination with Visudyne PDT. All of these presentations attracted great interest, and the PDT-TA combination appears to be gaining wide acceptance, albeit as a temporary measure until the next generation of drugs becomes available. One poster on the subject of Visudyne therapy did raise concerns about severe vision loss due to contraction of the “normal” PDT scar.

A poster on the use of Celebrex in AMD presented a good rationale for the use of this drug. The Phase II study will end in June, 2004. Some interesting information has already surfaced from this trial. Agreement between lesion type assessment by retinal practitioners and by reading centers is surprisingly poor. If lesion type continues to be relevant in treatment decisions (which may not be the case), this issue needs to be addressed for the affected drugs. This and numerous other studies also found poor correlations between clinical markers and changes in visual acuity. Apparently healthy retina surrounding lesions shows signs of reduced function, while dramatic improvements in retinal thickness and subretinal fluid often do not translate into acuity gains. This points to a need to re-examine the whole question of outcome measures in retinal disease, and to find meaningful clinical markers for real-world quality of life improvements.
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