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Purpose: To report efficacy of intravitreal pegcetacoplan treatment over 36 months in eyes with subfoveal geographic atrophy (GA).
Patients and Methods: The GALE (NCT04770545) open-label extension trial adds 12 months of results to the 24-month Phase 3 
OAKS (NCT03525613) and DERBY (NCT03525600) trials, representing up to 36 months of continuous pegcetacoplan treatment. 
They included a heterogeneous population of eyes with subfoveal GA (63%). Pegcetacoplan-treated eyes enrolling in GALE continued 
at the same interval of pegcetacoplan monthly (PM) or every other month (PEOM). Patients’ eyes in sham monthly or every-other- 
month arms crossed over to receive pegcetacoplan in GALE at the same interval (sham crossover). Consequently, projected sham, 
calculated from prior 24-month GA growth rate of sham-observed eyes in OAKS and DERBY averaged across four 6-month segments, 
was the comparator for the first 12 months of GALE (months 24–36). This analysis reports results of eyes with subfoveal GA at 
baseline.
Results: In eyes with subfoveal GA, 84% had best corrected visual acuity (BCVA) ≥20/200 and 38% had BCVA ≥20/63 at OAKS and 
DERBY baseline. Pegcetacoplan reduced subfoveal GA growth rate by 21% (p<0.0001) with PM and 19% (p=0.0001) with PEOM 
over 36 months. Increasing efficacy over time was noted between months 24 and 36; 31% reduction in subfoveal GA growth rate with 
PM and 25% reduction with PEOM (both p<0.0001) compared with projected sham. Microperimetry demonstrated significant 
reduction in formation of absolute scotomas with PM at 24 months (–2.5 number of scotomas formed; 95% confidence interval 
[CI]: –4.5, –0.4; p=0.0205) and 36 months (–4.0 number of scotomas formed; 95% CI: –6.8, –1.2; p=0.0050), compared to sham 
crossover in subfoveal GA. Safety profile in GALE was consistent with OAKS and DERBY.
Conclusion: Long-term efficacy of pegcetacoplan in slowing GA progression was demonstrated over 36 months in eyes with 
subfoveal GA.

Plain Language Summary:  
Why was this study done?

Geographic atrophy (GA) is a progressive, permanent retinal degenerative disease that can lead to vision loss in patients over 60 
years of age. This analysis was done to look at how pegcetacoplan, a treatment for GA, could help people with GA once it affected the 
center of their vision, called subfoveal GA. People with subfoveal GA are at risk of losing more of their central vision, which is 
important for reading, driving, and recognizing faces.
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What did the researchers do and find?
Researchers looked at data from the GALE clinical trial, which followed people with GA for 3 years to see how well pegcetacoplan 

worked. They studied whether pegcetacoplan slowed down the growth of subfoveal GA and whether it helped lower the risk of 
forming new blind spots.

People with subfoveal GA retained some vision that could be protected. In fact, 84% of them had mild or moderate visual impairment 
at baseline. Researchers found that pegcetacoplan slowed the growth of subfoveal GA over 3 years, whether it was given every month or 
every other month. They also found that pegcetacoplan may have lowered the risk of forming new blind spots in the eye.
What do these results mean?

Pegcetacoplan treatment helped for people with subfoveal GA. Treating subfoveal GA is important because it can help people save 
the vision they still have and slow down further vision loss.

Keywords: pegcetacoplan, complement C3 inhibition, microperimetry, retinal degeneration, clinical trial

Introduction
Geographic atrophy (GA) is a late stage of age-related macular degeneration (AMD) characterized by irreversible outer 
retinal degeneration and is a major cause of significant vision impairment.1–4 Initially, foci of GA are typically located in 
the perifoveal retina. However, as GA progresses, atrophic GA lesions can grow to affect the fovea, leading to 
irreversible loss of central vision.5,6 Preserving central vision is crucial, as it is essential for performing everyday 
tasks such as reading, driving, and recognizing faces.7,8

The rate of GA lesion growth is influenced by a number of factors, including the location of GA in the retina.5,6 

Nonsubfoveal GA, defined as lesions that do not involve the center point of the fovea, grows at a faster rate than 
subfoveal GA, defined as lesions that involve the center point of the fovea.5,6,9 Regardless of this difference in growth 
rate, eyes with subfoveal GA have poorer visual acuity compared with those with nonsubfoveal GA, and treatment with 
pegcetacoplan in subfoveal GA may preserve the functional vision that remains.10,11 A retrospective analysis of the IRIS 
Registry data found that eyes with nonsubfoveal GA had better mean visual acuity at baseline (mean, 20/50) than those 
with subfoveal GA (mean, 20/63); however, nearly half of those with subfoveal GA had visual acuity of 20/40 or greater 
at baseline and only 13% of those with subfoveal GA had visual acuity worse than 20/200.12 In addition, the average 
decline in visual acuity was similar for eyes with nonsubfoveal GA and eyes with subfoveal GA.12 These data highlight 
the potential of treatment to preserve functional vision in eyes whose GA has progressed to involve the fovea.

In natural history studies of GA, a discordance between lesion growth and changes in visual acuity has been noted, and is in 
large part due to factors such as lesion location and the heterogeneous nature of lesion growth.1,7,13–15 One functional method that 
is more robust at linking structure to function in retinal disease is microperimetry. Microperimetry links macular structure to 
function by assessing retinal sensitivity at specific macular loci, similar to a peripheral visual field test but for macular 
sensitivity.15–19 This methodology can be used to track visual function decline over time and patterns of GA progression, so it 
has been proposed as a way to measure functional outcomes in clinical trials for GA.20 In the CHROMA and SPECTRI trials, 
microperimetry showed the highest correlation of visual function with GA area compared with other measures of visual acuity, 
including best-corrected visual acuity (BCVA) and low-luminance visual acuity, which showed weak correlations with GA area.1

To preserve as much retinal tissue and vision as possible in as many patients as possible, it is crucial to understand the 
effectiveness of GA therapies in eyes with different GA phenotypes. The phase 3 OAKS (NCT03525613) and DERBY 
(NCT03525600) trials, which demonstrated the efficacy and safety of pegcetacoplan treatment for GA, included eyes 
with both subfoveal and nonsubfoveal GA.21 In contrast, eyes with subfoveal GA were not included in the GATHER 1 or 
GATHER 2 studies, and while the lampalizumab studies included eyes with subfoveal GA, they did not meet their 
primary efficacy outcomes.22,23 In the OAKS and DERBY trials, of the 1211 patient eyes in the modified intent-to-treat 
population in the two trials combined, 63% of eyes had subfoveal GA.21 These trials demonstrated that treatment with 
pegcetacoplan monthly (PM) or every other month (PEOM) reduced GA growth by 21% and 17%, respectively over 24 
months compared with sham observed in the entire cohort, which included both subfoveal and nonsubfoveal GA eyes. In 
eyes with subfoveal GA, treatment with PM or PEOM reduced GA growth by 19% and 16%, respectively, over 24 

https://doi.org/10.2147/OPTH.S579237                                                                                                                                                                                                                                                                                                                                                                                                                                                                         Clinical Ophthalmology 2026:20 2

Dhoot et al                                                                                                                                                                          

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



months compared with sham.21 The efficacy of pegcetacoplan in these trials emphasizes a potential benefit of pegceta
coplan treatment in eyes with subfoveal GA meeting the study inclusion criteria, as this subgroup made up a majority of 
participants. GALE (NCT04770545), an ongoing 3-year open-label extension trial, is continuing to evaluate the long- 
term efficacy of pegcetacoplan in this heterogeneous population. The high proportion of eyes with subfoveal GA in these 
trials presents an opportunity to examine the anatomic and functional benefits of pegcetacoplan in this important 
subgroup. The objective of this subgroup analysis was to explore the effect of pegcetacoplan treatment through the 
first 12 months of GALE, representing up to 36 months of continuous treatment, in eyes with subfoveal GA.

Materials and Methods
Study Design
GALE is a 3-year open-label extension phase 3 trial following the 2-year pivotal OAKS and DERBY trials, providing a total of 5 
years of continuous pegcetacoplan treatment. The GALE study design and methodology have been described previously.24 

Briefly, GALE was designed to evaluate the long-term efficacy and safety of pegcetacoplan. Patients from the phase 3 OAKS and 
DERBY studies or the phase 1b APL2-103 study (NCT03777332) were eligible to participate in GALE. Eighty-three percent of 
patients who completed OAKS and DERBY elected to continue in GALE, and 92% of patients who enrolled in GALE completed 
the first 12 months of treatment, which are reported in the present study. In GALE, treatment was administered PM or PEOM in 
all study eyes. Specifically, eyes treated with pegcetacoplan in OAKS, DERBY, or the phase 1b APL2-103 study continued the 
same regimen in GALE (PM-PM and PEOM-PEOM), and eyes previously receiving sham monthly (SM) or sham every other 
month (SEOM) in the antecedent studies crossed over to pegcetacoplan at the same dosing interval in GALE (SM-PM and 
SEOM-PEOM). The eyes who crossed over to active treatment constituted the sham crossover group.

Participants
After completing either the 24-month phase 3 OAKS and DERBY trials or the phase 1b study (APL2-103; 
NCT03777332), patients with GA were eligible to enroll in GALE.11 In the OAKS and DERBY studies, patients were 
included if they were at least 60 years of age and had GA secondary to age-related macular degeneration; eyes could have 
subfoveal or nonsubfoveal GA.21 Patients were excluded if they had GA secondary to a condition other than age-related 
macular degeneration or a history of choroidal neovascularization in the study eye.21 Additional inclusion and exclusion 
criteria are detailed in a previous publication.21

GA Location
As was done in the antecedent OAKS and DERBY trials, optical coherence tomography and fundus autofluorescence 
were used to identify subfoveal GA, defined as involving the center point of the fovea (ie, distance of 0 microns from the 
foveal center to the nearest GA area border).21,25 Lesions not involving the foveal center were classified as 
nonsubfoveal.21,25 GA lesion size was evaluated via fundus autofluorescence (FAF). FAF images were graded by 
a central reading center by a minimum of two certified readers.

Outcomes
A key efficacy endpoint assessed in GALE was change in total area of GA in the study eye based on FAF. Key secondary 
endpoints in GALE included change in mean aggregate retinal sensitivity and the development of scotomas as assessed 
by microperimetry in OAKS participants who continued in GALE.21 The microperimetry endpoints evaluated in OAKS 
and GALE have been previously described.11 Briefly, microperimetry was conducted using the Macular Integrity 
Assessment confocal microperimeter (Macular Integrity Assessment SLO Microperimeter, Centervue, SpA, Padova, 
Italy) under mesopic testing conditions.26 Microperimetry testing was performed using a 10–2 grid (68 testing points, 
2-degree spacing, 20-degree macular coverage) centered on the anatomic fovea using a 4–2 staircase strategy.26 As 
sensitivity deficits in the central macula are expected to have the most impact on central vision, the microperimetry 
analyses focused on the central 4 and central 16 macular points of the microperimetry grid (Figure 1). While the macular 
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center is closely approximated by the 4 central macular points, the 16 central macular points have also demonstrated 
decreased sensitivity in macular disease and correlated with visual acuity.26,27

Statistical Analysis
Efficacy outcomes were assessed using the modified full analysis set, which included patients who received at least one 
injection of pegcetacoplan in GALE and were in the intention-to-treat set in OAKS and DERBY. Participants from the 
phase 1b APL2-103 study were not included in the modified full analysis set but were included in the GALE safety set. 
Change in GA lesion size was assessed in the modified full analysis set, which was defined as patients with subfoveal GA 
lesions who received at least one pegcetacoplan injection during GALE and who were in the intention-to-treat dataset in 
OAKS and DERBY. The mean rate of change in GA area was calculated using a piecewise linear slope model and has 
been described previously.11 Because all eyes in GALE received active pegcetacoplan treatment, a projected sham 
comparator was used for the first 12 months of GALE (months 24–36) in this analysis while pooled sham was used for 
comparisons involving months 0–24. This projection was based on the average GA growth rate over four 6-month 
intervals from sham-treated eyes in the OAKS and DERBY trials, consistent with the documented linear growth rate 
pattern of GA.11,13,28,29 This method relies on natural history data and evidence that GA growth rates over a 2-year period 
are predictive of future growth and that GA growth follows a linear trend over time.11,30 Moreover, in the overall GALE 
population, the validity of projected sham was confirmed via comparisons of the GA growth rates in untreated fellow 
eyes (months 0–36), sham-observed eyes (months 0–24), and projected sham (months 24–36).11,31 Microperimetry 

Figure 1 Microperimetry grid with the central 4 and 16 macular points evaluated in OAKS and GALE. The orange square denotes the central 4 macular points; the blue 
square denotes the central 16 macular points. 
Abbreviation: MAIA, Macular Integrity Assessment.
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analyses of the number of scotomatous points in the study eye were conducted in eyes from OAKS that were part of the 
GALE modified intent-to-treat set, and comparisons were made between pegcetacoplan-treated eyes and sham/crossover, 
defined as the sham pooled group (months 0–24) and the sham crossover group (months 24–36). The microperimetry 
analyses of the central 4 and central 16 macular points of the microperimetry grid were performed with data from the 
modified intent-to-treat population from OAKS, and comparisons were made between pegcetacoplan-treated eyes and the 
pooled sham group. All statistical analyses were performed using SAS, version 9.4.

Results
Patient Characteristics
Of the 792 eyes of patients enrolled in GALE, 780 eyes (all from OAKS and DERBY) were included in the modified full analysis 
set, and 790 eyes (780 from OAKS and DERBY; 10 from phase 1b APL2-103) were included in the safety analysis set. Among 
these patients, 63% (494/780) of eyes had subfoveal GA at the OAKS and DERBY baseline and 73% (567/780) had subfoveal 
GA at GALE study baseline. The antecedent study baseline patient demographics and clinical characteristics of the overall study 
population in GALE were consistent with the OAKS and DERBY antecedent study populations, which have been reported 
previously,21,24 and are reported for subfoveal GA eyes who continued into GALE across treatment groups in Table 1. Among 

Table 1 Demographics and Study Eye Characteristics of Patients in GALE Who Had Subfoveal GA at OAKS or DERBY Baseline. 
Values Shown Correspond to Those Observed at OAKS and DERBY Baseline

Characteristic PM-PM 
(n=146)

PEOM-PEOM 
(n=163)

Sham Pooled-Pegcetacoplan  
(n=185)

Age (years), mean (SD) 77.0 (6.39) 77.4 (7.18) 76.8 (7.15)

Sex, n (%)

Female 78 (53.4) 101 (62.0) 110 (59.5)
Male 68 (46.6) 62 (38.0) 75 (40.5)

Geographic region, n (%)
United States 99 (67.8) 108 (66.3) 113 (61.1)

Rest of world 47 (32.2) 55 (33.7) 72 (38.9)

Ethnicity, n (%)

Hispanic or Latino 11 (7.5) 11 (6.7) 14 (7.6)

Not Hispanic or Latino 123 (84.2) 144 (88.3) 157 (84.9)
Not reported 12 (8.2) 7 (4.3) 14 (7.6)

Unknown 0 1 (0.6) 0

Race, n (%)

Asian 3 (2.1) 0 2 (1.1)
Black or African American 3 (2.1) 0 0

White 128 (87.7) 154 (94.5) 169 (91.4)

Not reported 12 (8.2) 6 (3.7) 12 (6.5)
Unknown 0 3 (1.8) 2 (1.1)

GA area (mm2), mean (SD) 7.83 (3.77) 8.37 (4.01) 8.05 (4.14)

GA area <7.5 mm2, n (%) 76 (52.1) 75 (46.0) 98 (53.0)
Multifocal lesions, n (%) 101 (69.2) 102 (62.6) 111 (60.0)

Bilateral GA, n (%) 115 (78.8) 137 (84.0) 150 (81.1)

NL-BCVA (ETDRS letters), mean (SD) 53.5 (14.99) 51.3 (15.50) 53.8 (15.55)

Microperimetry measures PM-PM  
(n=71)

PEOM-PEOM  
(n=88)

Sham-Pooled Pegcetacoplan 
(n=100)

Retinal sensitivity, mean (SD), dB 12.72 (5.30) 12.03 (5.65) 12.36 (5.38)

Number of absolute scotomatous points, mean (SD) 12.8 (9.55) 15.9 (12.99) 14.0 (11.89)

Abbreviations: ETDRS, Early Treatment Diabetic Retinopathy Study; GA, geographic atrophy; NL-BCVA, normal luminance best-corrected visual acuity; PEOM, 
pegcetacoplan every other month; PM, pegcetacoplan monthly; SD, standard deviation.
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subfoveal GA eyes, 84% had BCVA of at least 35 Early Treatment Diabetic Retinopathy Study (ETDRS) letters, or ≥20/200, at 
OAKS and DERBY baseline. At the same timepoint, 38% had normal luminance BCVA of at least 60 ETDRS letters (≥20/63) 
(Figure 2).

The safety of pegcetacoplan treatment over 36 months has been reported previously. The safety profile in the first 12 
months of GALE was consistent with findings from the OAKS and DERBY trials.11

Efficacy Over 36 Months Among Eyes with Subfoveal GA
Among the subgroup of 494 participants who had subfoveal GA at OAKS and DERBY baseline, the percent reductions in GA 
growth rate compared with projected sham for months 0‒36 were 21% (p<0.0001) for PM-PM and 19% (p=0.0001) for 
PEOM-PEOM (Figure 3). Reductions in the mean rate of change in the first 12 months of GALE (months 24–36) were 31% 
(p<0.0001) for PM-PM and 25% (p<0.0001) for PEOM-PEOM compared with projected sham.

Figure 2 OAKS and DERBY baseline NL-BCVA in eyes with subfoveal GA (N=494). aAt baseline of the OAKS and DERBY studies. 
Abbreviations: NL-BCVA, normal luminance best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; GA, geographic atrophy.

Figure 3 Mean rate of change in GA area growth over 36 monthsa in eyes with subfoveal GA. aMean rate of change in GA area between the pegcetacoplan treated eyes and 
sham-observed eyes from OAKS and DERBY antecedent study baseline to month 36, with knots at months 12 and 24 allowing for the slope to be linear over each of the 12- 
month segments but to differ between segments using piecewise slope analysis. Mean rate of change of projected sham from month 24 to month 36 was estimated from the 
mean rate of change in each 6-month period from month 0 to month 24 in the sham group. The modified full analysis set was used for the analysis, defined as eyes who were 
in the OAKS or DERBY antecedent study’s intent-to-treat set, had not been enrolled in the phase 1b APL2-103 study, and received ≥1 injection of pegcetacoplan in GALE. 
Projected sham is represented with a dashed line. The numbers shown with triangles between each time point represent the reduction in the mean rate of change in GA 
area compared with sham pooled (up to 24 months) and projected sham (months 24–36). The gray box denotes the time period for which projected sham was used. 
Adapted with permission from Wykoff CC et al. OAKS, DERBY, and GALE Investigators. Pegcetacoplan Treatment for Geographic Atrophy in Age-Related Macular 
Degeneration Over 36 Months: Data From OAKS, DERBY, and GALE. Am J Ophthalmol. 2025 Aug;276:350–364. 
Abbreviations: GA, geographic atrophy; PEOM, pegcetacoplan every other month; PM, pegcetacoplan monthly.

https://doi.org/10.2147/OPTH.S579237                                                                                                                                                                                                                                                                                                                                                                                                                                                                         Clinical Ophthalmology 2026:20 6

Dhoot et al                                                                                                                                                                          

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



Visual Function Over 36 Months Among Eyes with Subfoveal GA
In GALE, microperimetry was only performed in eyes from the OAKS trial, as patients in DERBY did not undergo 
microperimetry, as noted above. This included 116 eyes with subfoveal GA at the baseline of OAKS in the PM-PM 
group, 131 in the PEOM-PEOM group, and 147 in the sham crossover group.

Among this subgroup of eyes, a 24% reduction in the formation of absolute scotomas with PM compared with pooled 
sham at 24 months was observed as a functional microperimetry endpoint (−2.5 number of scotomas formed; 95% 
confidence interval [CI]: −4.5, −0.4; p=0.0205) and a 26% reduction was observed at 36 months (−4.0 number of 
scotomas formed; 95% CI: −6.8, −1.2; p=0.0050) compared with eyes in the sham crossover group with subfoveal GA. 
Similarly, PEOM demonstrated a 22% reduction in the formation of absolute scotomas at 24 months compared with 
pooled sham (−2.3 number of scotomas formed; 95% CI: −4.4, −0.01; p=0.0368) and a 14% reduction at 36 months (−2.1 
number of scotomas formed; 95% CI: −5.2, 1.0; p=0.1876) compared with sham crossover among those with subfoveal 
GA (Figure 4).

Among subfoveal GA eyes from OAKS baseline, pegcetacoplan treatment reduced the risk of progression to absolute 
scotoma in the central 4 macular points by 32% (hazard ratio [HR]=0.68, p=0.0968) with PM and 29% (HR=0.71, 
p=0.1186) with PEOM during the 24 months of OAKS compared with pooled sham (Figure 5A). PEOM significantly 
reduced the risk of progression to absolute scotoma in the central 16 macular points by 54% (HR=0.46, p=0.0133) over 
24 months compared with pooled sham. PM demonstrated a trend of risk reduction to absolute scotoma in the central 16 
macular points (43% reduction; HR=0.57, p=0.1054) (Figure 5B).

Discussion
The anatomic and functional benefits of pegcetacoplan in GA in a highly heterogeneous population of eyes with either 
nonsubfoveal or subfoveal GA have previously been reported.21 In this subgroup analysis, 36 consecutive months of 
pegcetacoplan treatment led to reductions in GA growth rate in eyes with subfoveal GA, including a 21% reduction with 
PM administration and a 19% reduction with PEOM administration over the course of the study compared with crossover 
sham (p<0.001 and p=0.001, respectively). Pegcetacoplan treatment demonstrated increasing efficacy over time in eyes 

Figure 4 LS mean change in number of scotomatous points on microperimetry in eyes with subfoveal GA who continued into GALE from OAKS. Antecedent study baseline 
is defined as the OAKS baseline value. Model includes treatment, antecedent study baseline GA lesion area (<7.5 mm2 or ≥7.5 mm2), antecedent study baseline scotomatous 
points, analysis visit, antecedent study baseline presence of exudative AMD in the fellow eye (yes/no), analysis visit x treatment, antecedent study baseline scotomatous 
points x analysis visit. Data after integrated month 24 for eyes of patients who initially enrolled in OAKS, DERBY, and later enrolled in the phase 1b study were excluded 
from this analysis. Data through integrated month 36 consisted of all data collected through the analysis visit windowed integrated month 36 visit based on antecedent study 
baseline in the integrated month 36 dataset. The sham/crossover comparator corresponds to the sham pooled group (months 0–24) and sham crossover group (months 
24–36). 
Abbreviations: AMD, age-related macular degeneration; CI, confidence interval; EOM, every other month; GA, geographic atrophy; LS, least-squares.
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with subfoveal GA, with reductions in GA growth rate of 31% with PM and 25% with PEOM (both p<0.0001) compared 
with projected sham in months 24‒36. In addition to these anatomic benefits, pegcetacoplan treatment also demonstrated 
functional benefit in a microperimetry analysis in subfoveal GA eyes, with significant reductions at 36 months in the 
overall formation of absolute scotomas with PM (26% reduction compared with sham crossover; p=0.0050), while 
PEOM did not reach statistical significance. There was also a trend showing reductions in the formation of absolute 
scotomas in the central 4 and 16 macular points, reaching significance with PEOM in the central 16 points (54% 
reduction compared with pooled sham; p=0.0133) at 24 months. This is clinically noteworthy, as a higher number of 
scotomas in the central macular region has been associated with poorer visual function, including BCVA.26

In this trial, 84% of eyes with subfoveal GA had mild to moderate visual impairment at baseline. In some cases of 
GA, eyes with moderate visual acuity, even with some involvement of the central macula, are at highest risk for further 
visual loss.32 In these eyes, reductions in lesion growth rate should potentially slow vision loss.32 If left untreated, visual 
acuity declines rapidly, particularly within the first 3 years, with patients losing an average of more than 15 ETDRS 
letters during this period.33 The results of this trial confirm that long-term pegcetacoplan treatment provides anatomic 
benefit and may contribute to maintaining visual function while slowing GA progression in eyes with subfoveal GA.

Limitations
Limitations of this analysis include those typical of open-label trials, such as selection bias and the lack of a control group. In 
addition, it may introduce performance bias among participants or investigators and possible assessment bias. At the onset of 
GALE, sham observed eyes were switched to active pegcetacoplan treatment and as a result, a projected sham comparator 
was utilized in this analysis. The use of this projected sham comparator is supported by findings in the OAKS and DERBY 
studies showing that the annual GA growth rate was linear at a rate of 2 mm2 among sham-treated eyes over the study 
duration. This aligns well with the projected sham growth rate utilized in this analysis, and is further validated by the 
observation that the GA growth trajectory in untreated fellow eyes was found to be linear over the 36 months of OAKS, 
DERBY, and GALE.11,21 While pegcetacoplan demonstrated increasing reductions in GA growth rates over 36 months, this 
pattern may reflect a regression to the mean or a boundary/ceiling effect and may warrant further exploration.

Figure 5 Development of central absolute scotoma among eyes with subfoveal GA in OAKS. Reduction in the development of absolute scotoma in the (A) central 4 
macular points and (B) central 16 macular points over 24 months in eyes with subfoveal GA compared with pooled sham. Antecedent study baseline is defined as the OAKS 
baseline value. Model includes treatment, antecedent study baseline GA lesion area (<7.5 mm2 or ≥7.5 mm2), antecedent study baseline presence of exudative AMD in the 
fellow eye (yes/no), antecedent study baseline number of scotomatous points. 
Abbreviations: AMD, age-related macular degeneration; CI, confidence interval; EOM, every other month; GA, geographic atrophy.
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Conclusion
Over 36 months, long-term treatment with pegcetacoplan slowed the progression of GA with as few as 6 injections 
per year in this open-label subgroup analysis utilizing a projected comparator. Addressing subfoveal GA is essential, as 
a majority of eyes in this study had preservable visual acuity.

Abbreviations
BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; GA, geographic atrophy; HR, 
hazard ratio; PEOM, pegcetacoplan every other month; PM, pegcetacoplan monthly; SEOM, sham every other month; 
SM, sham monthly.
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