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VEGF Trap-Eye
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Figure 1. Schematic diagram of VEGF Trap-Eye, a fusion
protein of binding domains of VEGF receptors-1 and -2
attached to the Fc fragment of human IgG.

2.6.2 Phase Il

CLEAR-IT-2 trial [45) was a prospective, randomized,
multi-center, controlled dose- and interval-ranging Phase II
trial in which 157 patents were randomized to five dose
groups and treated with VEGF Trap-Eye in one eye. The
mean age of the group was 78.2 ycars and all angiographic
subtypes of CNV were represented at baseline. The mean
ETDRS BCVA in letters at baseline was 56. Two groups
received monthly doses of either 0.5 or 2.0 mg for 12 weeks
(at weeks 0, 4, 8 and 12) and three groups received quar-
terly doses of either 0.5, 2.0 or 4.0 mg for 12 weeks
(at weeks 0 and 12). Following this fixed dosing period,
patients were treated with the same dose of VEGF Trap-Eye
on a p.rn. basis. Criteria for re-dosing included an increase in
central retinal thickness of 2 100 pm by OCT; a loss of 2 5
ETDRS letters in conjunction with recurrent fluid by OCT,
persistent fluid as indicated by OCT, new onset classic neo-
vascularization, new or persistent leak on FA or new macular
subretinal hemorrhage.

Padicnts initially treated with 2.0 or 0.5 mg of VEGF Trap-
Eye monthly achieved mean improvements of 9.0 (p < 0.0001)
and 5.4 (p < 0.085) ETDRS letters with 29 and 19% gaining,
tespectively, > 15 ETDRS letters at 52 weeks. During the
p-r.n. dosing period, patients initally dosed on a 2.0 mg
monthly schedule received an average of 1.6 more injections
and those initially dosed on a 0.5 mg monthly schedule
received an average of 2.5 injections. The median time to first
reinjection in all groups was 110 days and 19% of patients
required no more injections at week 52. Patients in these two
monthly dosing groups also displayed mean decreases in

retinal thickness versus baseline of 143 pm (p < 0.0001) in the
2.0 mg group and 125 pm (p < 0.0001) in the 0.5 mg group
at 52 wecks as measured by OCT 43).

Patients in the three quarterly dosing groups also showed
mean improvements in BCVA and retinal thickness; how-
ever, they were generally not as profound as the monthly
injection group [45].

2.63 Phase lll

A two part Phase III trial of VEGF Trap-Eye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Investigation of Efficacy and safety in Wet age-related macular
degeneration) (46) will enroll ~ 1200 patients with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and efficacy of intravitreal VEGF
Trap-Eye at doses of 0.5 and 2.0 mg administered at 4-week
dosing intervals and 2.0 mg at an 8 weck dosing interval
(following three monthly doses), compared with 0.5 mg of
ranibizumab administered every 4 weeks. After the first year
of the study, patients will enter a second year of p.r.n. dosing
evaluation. The VIEW 2 47) study has a similar study design
and is currently enrolling patients in Europe, Asia Pacific,
Japan and Latin America. In both trials, the primary out-
come will be the proportion of patients who maintain vision
at week 52 (defined as a loss of < 15 ETDRS letters).

2.7 Safety and tolerability

Based on Phase II study data, VEGF Trap-Eye secems to be
generally well tolerated with no serious drug-related adverse
events. In the 157 padents enrolled in CLEAR-IT 2 crial,
there was onc reported case of culture-negative endophchal-
mitis not deemed to be related to the study drug. There
were also two deaths (one from pre-existing pulmonary
hypertension and one from pancreatic carxcinoma) and one
arterial thromboembolic event (in a patient with a history of
previous stroke) that occurred during the study period, but
no serious systemic adverse events were deemed related to
VEGF Trap-Eye administration. The most common adverse
events reported in the study included conjunctival hemor-
rhage (38.2%), transient increased intraocular pressure
(18.5%), refraction disorder (15.9%), retinal hemorthage
(14.6%), subjective visual acuity loss (13.4%), vitreous
detachment (11.5%) and eye pain (9.6%) (45).

3. Conclusion

Anti-VEGF therapy has vastly improved the treatment of
neovascular AMD in terms of both safety and efficacy. The
ANCHOR 26] and MARINA (27.28] trials have established
ranibizumab as an effective therapy when dosed monthly. It
has been shown to stabilize vision in 94% of patients and in
almost 40% of patients vision will actually improve by 3 or
more lines. However, the monthly dosing schedules used in
these trials present a financial and time burden to patients
and healthcare practitioners. The more recent PIER (30] and
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