Research Letter
First-dose effects with
intravitreal aﬂibercept in wet
age-related macular
degeneration: post-hoc analysis
of VIEW-1 and VIEW-2 phase 3
studies
A post-hoc analysis of data from the VEGF Trap-Eye:
Investigation of Efﬁcacy and Safety in Wet AMD
(VIEW) studies1 was conducted after publication of bestcorrected visual acuity (BCVA) data from the Development of Macular Atrophy in Patients with Neovascular
Age-Related Macular Degeneration: A Comparison of
Ranibizumab and Aﬂibercept (RIVAL) study. BCVA
results from RIVAL suggested (although not a predeﬁned
endpoint) a delayed improvement with intravitreal aﬂibercept (IVT-AFL) versus ranibizumab (RBZ) in treatment-naïve patients with neovascular age-related
macular degeneration (nAMD).2 This contradicted what
has been observed in other studies.1,37
RIVAL was a head-to-head study of RBZ (n=142) and
IVT-AFL (n=139) using a treat-and-extend (T&E) regimen.2 The primary endpoint was mean change in area of
macular atrophy from baseline to month 24; secondary endpoints included mean change in BCVA from baseline to
week (W) 52. The mean change in BCVA from baseline to
W4 was numerically greater with RBZ than with IVT-AFL
(2.5 vs 0.2 Early Treatment Diabetic Retinopathy Study
[ETDRS] letters), a difference that persisted at W8 (5.2 vs
3.6 letters). At W52, mean change in BCVA was not statistically signiﬁcant between treatment groups (7.2 vs 4.9 letters; p = 0.06).2

VIEW-1 and VIEW-2 (phase 3 randomized trials comparing the efﬁcacy and safety of IVT-AFL and RBZ in
treatment-naïve patients with nAMD) provide an opportunity to compare treatment response to IVT-AFL and
RBZ in much larger studies than RIVAL, with injections
matching those during treatment initiation in RIVAL.1
Patients in the VIEW studies had active subfoveal choroidal neovascularization lesions secondary to age-related
macular degeneration and baseline BCVA of 7325
ETDRS letters.1 Patients were randomized to IVT-AFL
0.5 mg monthly* (n = 615), 2 mg monthly (2q4; n = 617),
or 2 mg every 8 weeks (2q8; n = 616) after 3 initial
monthly doses, or RBZ 0.5 mg monthly (n = 609).1 With
data from VIEW-1 and VIEW-2 (pooled across studies and
IVT-AFL 2q4 and 2q8 treatment groups), IVT-AFL and
RBZ both provided a meaningful improvement from baseline in mean BCVA (Fig. 1), with no signiﬁcant differences observed between the 2 groups at W1 and W4, or
subsequently at W8 and W12 (Fig. 1).
The results of the current analysis are supported by other
studies (Fig. 2) and do not support the delayed treatment
effect with IVT-AFL observed in the RIVAL study. In
RIVAL, although there was a large proportion of patients in
the IVT-AFL arm who lost 10 letters in the ﬁrst 4 weeks,
no baseline imbalances were reported to explain this ﬁnding.2 In the VIEW studies, BCVA improvements occurred
at W1 and at each time point during the ﬁrst 12 weeks in
patients treated with IVT-AFL or RBZ. In a meta-analysis
of observational studies, IVT-AFL and RBZ provided comparable improvements in BCVA.7 Moreover, IVT-AFL was
statistically superior among patients with a lower baseline
BCVA, and a consistent improvement in BCVA was
observed after 3 initial injections of IVT-AFL.7 In an

Fig. 1—Mean change in BCVA from baseline in a pooled analysis of VIEW-1 and VIEW-2 studies in treatment-naïve patients with nAMD.
Last observation carried forward analysis: *Combined mean BCVA values of IVT-AFL 2q4 and 2q8 treatment groups are shown. 2q4,
2 mg monthly; 2q8, 2 mg every 8 weeks; BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; IVTAFL, intravitreal aﬂibercept; nAMD, neovascular age-related macular degeneration; RBZ, ranibizumab.
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Fig. 2—Mean change in BCVA from baseline to week 52 in clinical studies of anti–vascular endothelial growth factor agents.1–4,6 Data
from multiple studies are overlaid for visual comparison only. *IVT-AFL + sham rescue photodynamic therapy group. 2q4, every 4
weeks; 2q8, every 8 weeks, after 3 initial monthly doses; 2w, 2-week adjustment group; 4w, 4-week adjustment group; BCVA, bestcorrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; IVT-AFL, intravitreal aﬂibercept; q4, every 4 weeks;
RBZ, ranibizumab; T&E, treat-and-extend.

indirect treatment comparison, patients treated with
IVT-AFL in a T&E regimen achieved and maintained
improvements in functional outcomes with fewer injections over 2 years, compared with a RBZ T&E regimen.5
In conclusion, this post-hoc analysis and other studies
underscore the similar improvements in BCVA with
IVT-AFL and RBZ during the ﬁrst 12 weeks of treatment in patients with nAMD.
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