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Objective: Two similarly designed, phase-3 studies (VEGF Trap-Eye: Investigation of Efficacy and Safety in
Wet AMD [VIEW 1, VIEW 2]) of neovascular age-related macular degeneration (AMD) compared monthly and
every-2-month dosing of intravitreal aflibercept injection (VEGF Trap-Eye; Regeneron, Tarrytown, NY, and Bayer
HealthCare, Berlin, Germany) with monthly ranibizumab.

Design: Double-masked, multicenter, parallel-group, active-controlled, randomized trials.

Participants: Patients (n = 2419) with active, subfoveal, choroidal neovascularization (CNV) lesions (or
juxtafoveal lesions with leakage affecting the fovea) secondary to AMD.

Intervention: Patients were randomized to intravitreal aflibercept 0.5 mg monthly (0.5g4), 2 mg monthly
(294), 2 mg every 2 months after 3 initial monthly doses (2g8), or ranibizumab 0.5 mg monthly (Rg4).

Main Outcome Measures: The primary end point was noninferiority (margin of 10%) of the aflibercept
regimens to ranibizumab in the proportion of patients maintaining vision at week 52 (losing <15 letters on Early
Treatment Diabetic Retinopathy Study [ETDRS] chart). Other key end points included change in best-corrected
visual acuity (BCVA) and anatomic measures.

Results: All aflibercept groups were noninferior and clinically equivalent to monthly ranibizumab for the
primary end point (the 2g4, 0.5g4, and 298 regimens were 95.1%, 95.9%, and 95.1%, respectively, for VIEW
1, and 95.6%, 96.3%, and 95.6%, respectively, for VIEW 2, whereas monthly ranibizumab was 94.4% in both
studies). In a prespecified integrated analysis of the 2 studies, all aflibercept regimens were within 0.5 letters
of the reference ranibizumab for mean change in BCVA; all aflibercept regimens also produced similar
improvements in anatomic measures. Ocular and systemic adverse events were similar across treatment
groups.

Conclusions: Intravitreal aflibercept dosed monthly or every 2 months after 3 initial monthly doses produced
similar efficacy and safety outcomes as monthly ranibizumab. These studies demonstrate that aflibercept is an
effective treatment for AMD, with the every-2-month regimen offering the potential to reduce the risk from
monthly intravitreal injections and the burden of monthly monitoring.
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Age-related macular degeneration (AMD) is a leading
cause of vision loss and blindness in industrialized coun-
tries.! The most severe vision loss occurs in the neovas-
cular (or wet) form of AMD, involving choroidal neo-
vascularization (CNV) and associated retinal edema.
Early treatments for CNV (laser ablation, photodynamic
therapy with verteporfin), although clearly better than no
treatment at all, decreased severe vision loss rather than
truly stabilizing vision or resulting in clinically signifi-
cant improvements in visual acuity.>~* The suggestion
that vascular endothelial growth factor (VEGF) might be
driving the CNV and associated edema seen in AMD led
to a paradigm shift with the success of the first anti-
VEGF therapy, pegaptanib sodium.>*® Monthly intravit-
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real injections of 0.5 mg ranibizumab, a humanized
monoclonal antibody fragment that blocks VEGF, not
only prevent vision loss in most patients but also lead to
significant visual gain in approximately one-third.”® The
risk of rare but serious adverse events resulting from the
intravitreal procedure, together with the significant bur-
den of making monthly visits to their retinal specialist,
have led to extensive efforts to decrease injection and
monitoring frequency. However, fixed quarterly®-'® or “as
needed” (pro re nata [PRN]) dosing regimens,'"'? with-
out requiring monthly monitoring visits, were not effec-
tive at maintaining vision.

The Comparison of AMD Treatments Trials (CATT)!?
recently compared monthly ranibizumab with monthly
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bevacizumab, as well as with PRN regimens that required
monthly monitoring visits during which treatment deci-
sions primarily were made on the basis of anatomic
criteria. Monthly bevacizumab resulted in mean best-
corrected visual acuity (BCVA) gains (8.0 letters) similar
to those for monthly ranibizumab (8.5 letters), whereas
PRN ranibizumab yielded a mean BCVA gain of 1.7
letters less than that of the monthly standard (with a
confidence interval [CI] extending to 4.7 letters below)
that achieved noninferiority, and PRN bevacizumab
yielded a mean BCVA gain 2.6 letters below the monthly
standard (with a CI extending to 5.9 letters below) that
did not achieve noninferiority. In the CATT, monthly
bevacizumab and both PRN regimens were significantly
worse than monthly ranibizumab in terms of the propor-

tion of patients who had fluid-free retinas on optical
coherence tomography (OCT). Although CIs were not
provided for monthly and PRN regimens, switching from
monthly to PRN regimens in the second year of the
CATT resulted in a significant worsening of BCVA and
retinal thickness, as well as a significant decrease in the
proportion of patients without retinal fluid.'* The “alter-
native treatments to Inhibit VEGF in Age-related choroi-
dal Neovascularization” (IVAN) study also found that the
mean foveal retinal thickness and the percentage of pa-
tients with fluorescein leakage were significantly higher
with the PRN regimen compared with the monthly regi-
men.'> In the HARBOR study (Invest Ophthalmol Vis
Sci 2012;53:E-Abstract 3677), PRN regimens of both the
approved 0.5 mg dose and the higher 2 mg dose of
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Figure 1. Flowcharts describing treatment allocation and patient disposition in VIEW 1 (A) and VIEW 2 (B). In both VIEW 1 and VIEW 2 studies, the
most common reason for patients to be screened but not randomized was ineligibility based on angiographic characteristics as identified by the reading
center. The second most common reason was visual acuity out of range. Discontinuations are those that occurred from the study. Two milligrams
intravitreal aflibercept every 2 months (2q8) dosing was performed after 3 initial monthly doses. The numbers of patients who prematurely discontinued
study medication in the 2q4, 0.5g4, 298, and Rq4 groups were 16 (5.3%), 30 (9.9%), 30 (9.9%), and 27 (8.8%), respectively, in VIEW 1; and 37 (11.8%),
45 (14.5%), 33 (10.5%), and 33 (10.9%), respectively, in VIEW 2. In VIEW 1, 1089 patients were included in the per protocol set (PPS), with 92.6%
to 96.1% completing week-52 visual acuity assessment. A total of 128 patients were not included in the PPS for the following reasons (in order of
occurrence): missed 2 consecutive injections before ninth injection, major protocol deviation, received <9 injections, had <9 assessments, no baseline
assessments, no post-baseline assessments. In VIEW 2, 1081 patients were included in the PPS with 95.9% to 97.8% completing week-52 visual acuity
assessment. A total of 159 patients were not included in the PPS for the following main reasons: missed 2 consecutive injections before ninth injection,
major protocol deviation, received <9 injections, had <9 assessments, no baseline assessments, no post-baseline assessments, unmasking by investigator
or Global Pharmacovigilance. 0.5q4 = 0.5 mg IAl monthly; 2q4 = 2 mg IAl monthly; 2q8 = 2 mg IAl every 2 months after 3 initial monthly doses;

IAI = intravitreal aflibercept injection.
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ranibizumab did not achieve noninferiority compared
with monthly ranibizumab, with the 0.5 mg PRN regimen
yielding a mean BCVA gain 2.0 letters below the
monthly standard (with a CI extending to 4.5 letters
below). Of note, just like the CATT PRN regimens, the
HARBOR PRN regimens still depended on monthly
monitoring visits. Thus, there remains a need for new
therapies that will provide equivalent efficacy and ana-
tomic disease control to monthly ranibizumab, while
reducing the risk of monthly injections and the burden of
mandatory monthly monitoring visits.

Intravitreal aflibercept injection (IAI) (previously
known in the scientific literature as VEGF Trap-Eye,
Regeneron, Tarrytown, NY, and Bayer HealthCare, Ber-
lin, Germany) is a soluble decoy receptor fusion pro-
tein!®!7 that is specifically purified and formulated for
intraocular injection. Intravitreal aflibercept at doses of
0.5 mg and 2 mg provided the most robust outcomes in
the Clinical Evaluation of Antiangiogenesis in the Retina
Intravitreal Trial Phase 2 (CLEAR-IT 2) study after 4
monthly administrations followed by PRN dosing to
week 52.'8 The binding affinity of intravitreal aflibercept
to VEGF is substantially greater than that of bevaci-
zumab or ranibizumab.!” The greater affinity could trans-
late into a higher efficacy or, as predicted by a math-
ematic model, into a substantially longer duration of

action in the eye,'” allowing for less frequent dosing, as
supported by early clinical trials.'®2° In this article, we
report the first-year results of 2 phase 3 studies compar-
ing intravitreal aflibercept, monthly or every 2 months,
with monthly ranibizumab.

Materials and Methods

Study Design

The “VEGF Trap-Eye: Investigation of Efficacy and Safety in Wet
AMD?” studies (VIEW 1 and VIEW 2) were similarly designed,
prospective, double-masked, multinational, parallel-group, active-
controlled, randomized clinical trials. The investigators from the
VIEW 1 and VIEW 2 studies are listed in Appendix 1, available
at http://aaojournal.org. Patients in VIEW 1 (registered at www.
clinicaltrials.gov on July 31, 2007; NCT00509795. Accessed Au-
gust 8, 2012) were randomized at 154 sites in the United States and
Canada. Patients in VIEW 2 (registered at www.clinicaltrials.gov
on March 12, 2008; NCT00637377. Accessed August 8, 2012)
were randomized at 172 sites in Europe, the Middle East, Asia-
Pacific, and Latin America; the last patient in both studies com-
pleted 52 weeks in September 2010. The study protocols were
approved by institutional review boards or ethics committees for
each clinical site; all participants provided written informed con-
sent. All the US study sites complied with the Health Insurance
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Figure 1. (Continued.)
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Portability and Accountability Act. The 52-week outcomes are
reported.

Participants

Inclusion and exclusion criteria were designed to maintain
constancy with the pivotal trials for the reference drug ranibi-
zumab, consistent with regulatory guidelines for noninferiority
studies, and included (1) age =50 years with active subfoveal
CNV lesions (any subtype) secondary to AMD; juxtafoveal
lesions with leakage affecting the fovea also were allowed; (2)
CNV comprising at least 50% of total lesion size; and (3)
BCVA between 73 and 25 Early Treatment Diabetic Retinop-
athy Study chart (ETDRS) letters (20/40-20/320 Snellen equiv-
alent). Patients with prior treatment for AMD (including an
investigational agent or anti-VEGF therapy) in the study eye
were excluded. Eligibility was determined using fluorescein
angiography at the reading center. Complete eligibility criteria
are shown in Appendix 2 (available at http://aaojournal.org).

Treatment Groups and Randomization

Patients were randomized in a 1:1:1:1 ratio to the following
regimens: 0.5 mg aflibercept every 4 weeks (0.5q4); 2 mg
aflibercept every 4 weeks (2q4); 2 mg aflibercept every 8 weeks
(2q8) after 3 injections at week 0, 4, and 8 (to maintain
masking, sham injections were given at the interim 4-week
visits after week 8); or 0.5 mg ranibizumab every 4 weeks
(Rg4). Consecutively enrolled patients were assigned to treat-
ment groups on the basis of a predetermined central random-
ization scheme with balanced allocation, managed by an inter-
active voice response system.

End Points and Statistical Analyses

The primary end point analysis, noninferiority margins, and
definition of “clinical equivalence” were established in discus-
sion with the Food and Drug Administration (FDA) (as part of
a Special Protocol Assessment), European Medicines Agency,
Pharmaceutical and Medical Device Agency and other regula-
tory authorities, with the intent of maintaining constancy with
the previous ranibizumab pivotal trials”-® and preserving the
majority of the treatment effect demonstrated in these trials.
The primary end point analysis was noninferiority of the intra-
vitreal aflibercept regimens to ranibizumab in the proportion of
patients maintaining vision at week 52 (losing <15 ETDRS
letters; per protocol data set) in each study. A noninferiority
margin of 10% in the individual studies was chosen to preserve
approximately two-thirds of the ranibizumab effect for preven-
tion of moderate vision loss (loss of <15 letters) demonstrated
in pivotal ranibizumab studies,”-® using the 2 CI approach. The
FDA suggested that a margin of 5% could determine clinical
equivalence. Thus, the margin of 10% was used for assessing
noninferiority, and the margin of 5% was used for assessing
clinical equivalence. The prespecified analysis plan also in-
cluded a prospectively planned integrated analysis combining
the 2 VIEW studies; in this integrated analysis, the European
Medicines Agency/Committee for Medicinal Products for Hu-
man Use requested a noninferiority margin of 7%. In the
individual studies, the primary end point was assessed by a
prespecified hierarchical testing sequence of noninferiority to
ranibizumab with the sequence of aflibercept 2q4, 0.5g4, and
then 2q8 to control the 5% (4.9% for VIEW 1) overall type I
error while maintaining a 5% significance level (4.9% for
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VIEW 1) for each individual comparison (see Appendices 3 and
4 for details of the statistical analysis, available at http://
aaojournal.org). If all aflibercept groups demonstrated noninfe-
riority to ranibizumab for the primary end point, additional
comparisons with ranibizumab were prespecified regarding the
secondary end points, also using a hierarchical testing sequence
in which each secondary end point was tested for superiority of
aflibercept over ranibizumab. Prespecified secondary efficacy
variables compared baseline and 52-week data regarding mean
change in BCVA; gaining =15 letters; change in total National
Eye Institute 25-Item Visual Function Questionnaire (NEI
VFQ-25) score; and change in CNV area on fluorescein angiog-
raphy. Anatomic measures included retinal thickness and per-
sistent fluid as assessed by OCT. Change in BCVA also was
assessed as part of the prospectively planned prespecified inte-
grated analysis combining the 2 studies.

The full analysis set included all randomized patients who
received any study medication and had a baseline and at least 1
post-baseline BCVA assessment. The per protocol set (PPS)
included all patients in the full analysis set who (1) received at
least 9 doses of study drug and attended at least 9 scheduled
visits during the first year, (2) had not missed 2 consecutive
injections before administration of the ninth injection (per pa-
tient), and (3) did not have major protocol violations. Sham
injections were counted as doses administered for the purpose
of defining the PPS. The PPS included patients who discontin-
ued the study because of treatment failure, without a major
protocol deviation, at any time during the first 52 weeks (even
if they met points 1 and 2 above). These patients were consid-
ered nonresponders for the primary end-point analysis. The last
observation carried forward (LOCF) approach was used to
impute missing values. When indicated, the robustness of anal-
ysis results was assessed by using the observed case or com-
pleters’ data. A completer was defined as a patient who received
treatment for at least 9 months and had efficacy data for at least
9 months during the 52 weeks of study. The missing values for
completers also were imputed using the LOCF approach.

Schedule of Visits and Assessments

Patients were examined on the day of treatment initiation and
every 4 weeks thereafter through 52 weeks, as well as 1 week after
first treatment for safety assessment (subsequent safety assess-
ments occurred by telephone). Each 4-week visit included BCVA
assessment and anterior/posterior segment examination (with in-
traocular pressure determination) before injection (active or sham)
and posterior segment examination with intraocular pressure de-
termination 30 to 60 minutes after injection. For the 2q8 treatment
group, no treatment decisions were made at the interim monthly
visits. The NEI VFQ-25 assessment occurred at screening and
weeks 12, 24, 36, and 52. Adverse events were recorded at every
visit.

Imaging Assessments

Fundus photography and fluorescein angiography were performed
at screening and weeks 24 and 52, and evaluated by an indepen-
dent center (Digital Angiography Reading Center, New York).
Optical coherence tomography was performed using time domain
Stratus machines (Carl Zeiss Meditec, Jena, Germany) and eval-
uated by an independent center (VIEW 1: OCT Reading Center at
Duke, Durham, NC; VIEW 2: Vienna Reading Center, Austria).
Visual acuity examiners were certified to ensure consistent mea-
surement of BCVA. In VIEW 1, OCT was performed at screening,
at the treatment initiation visit, and at weeks 4, 12, 24, 36, and 52
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(and was optional at the investigators’ discretion at other study
visits). In VIEW 2, OCT was performed at every study visit. Areas
of visible CNV (classic or occult) were identified when angio-
graphic analyses showed evidence of late leakage or pooling
of dye.

Masking

Patients were masked as to treatments. An unmasked investigator
performed the study drug or sham injection. An unmasked inves-
tigator also was responsible for the receipt, tracking, preparation,
destruction, and administration of study drug, as well as safety
assessments both pre- and post-dose. A separate masked physician
assessed adverse events and supervised the masked assessment of
efficacy. All other study site personnel were masked to treatment
assignment by separating study records or masked packaging.
Optical coherence tomography technicians and visual acuity ex-
aminers remained masked relative to treatment assignment. Intra-
vitreal aflibercept and sham kits were packaged identically. Lu-
centis (Genentech Inc, South San Francisco, CA) was obtained
commercially but only prepared and delivered by unmasked per-
sonnel at the sites.

Results

Patient Disposition, Baseline Characteristics, and
Exposure

The disposition of patients is shown in Figure 1A-B. In VIEW 1,
1217 patients were randomized, with 91.1% to 96.4% of patients
completing 52 weeks. In VIEW 2, 1240 patients were randomized,
with 88.1% to 91.1% completing 52 weeks. Baseline demograph-
ics and disease characteristics were evenly balanced among all
treatment groups (Table 1). The mean number of active injections
received by patients in all monthly treatment arms, which were
scheduled to receive 13 monthly injections, was 12.1 to 12.5 in
VIEW 1 and 12.2 to 12.4 in VIEW 2. The aflibercept every-2-
month groups, scheduled to receive 3 initial monthly injections
followed by 5 active injections over the next 10 months, received
an average of 7.5 active injections in VIEW 1 and in VIEW 2.

Primary End Point Analysis

In both studies, the proportion of patients maintaining vision was
similar among all treatment groups in the prespecified per-protocol
analysis and the full analysis set (Table 2). All aflibercept groups
achieved statistical noninferiority compared with monthly ranibi-
zumab, with the CIs of the difference between ranibizumab and

Table 1. Patient Demographics and Baseline Characteristics

VIEW 1 VIEW 2
Ranibizumab Intravitreal Aflibercept Ranibizumab Intravitreal Aflibercept
0.5g4 2q4 0.5q4 24¢8 0.5¢4 2q4 0.5g4 2q8
N (full analysis set) 304 304 301 301 291 309 296 306
Age, yrs (mean *= SD) 78.2%17.6 71.7x7.9 78.4%8.1 71.9+8.4 73.0%9.0 74.1%£8.5 74.7%8.6 73.8%+8.6
Race
White 296 (97.4) 295 (97.0) 291 (96.7) 287 (95.3) 213 (73.2) 226 (73.1) 219 (74.0) 217 (70.9)
Black 1(0.3) 1(0.3) 0 1(0.3) 1(0.3) 0 1(0.3) 2(0.7)
Asian 0 3(1.0) 5(1.7) 4(1.3) 60 (20.6) 67 (21.7) 61 (20.6) 69 (22.5)
Other 7(2.3) 5(1.6) 5(1.7) 9(3.0) 17 (5.8) 16 (5.2) 15(5.1) 18 (5.9)
Sex
Men, n (%) 132 (43.4) 110 (36.2) 134 (44.5) 123 (40.9) 122 (41.9) 133 (43.0) 149 (50.3) 131 (42.8)
Women, n (%) 172 (56.6) 194 (63.8) 167 (55.5) 178 (59.1) 169 (58.1) 176 (57.0) 147 (49.7) 175 (57.2)
Baseline ETDRS BCVA 54.0+13.4 55.2+13.2 55.6*13.1 55.7*12.8 53.8+13.5 52.8%13.9 51.6+14.2 51.6%£13.9
(mean = SD)
Proportion of patients with ~ 4.3% (13) 4.9% (15) 6.3% (19) 6.6% (20) 2.7% (8) 2.6% (8) 5.4% (16) 3.3% (10)
=20/40 BCVA, % (n)
CNV area, mm? 6.53%5.2 6.59+5.1 6.49+4.5 6.57+5.1 7.59*53 8.25+5.8 7.70%53 7.75%5.5
(mean = SD)
Lesion type
Predominantly classic, 82 (27.0) 87 (28.6) 81 (26.9) 71 (23.6) 70 (24.1) 72 (23.3) 80 (27.0) 88 (28.8)
n (%)
Minimally classic, n (%) 101 (33.2) 105 (34.5) 97 (32.2) 110 (36.5) 104 (35.7) 112 (36.2) 103 (34.8) 106 (34.6)
Occult, n (%) 115 (37.8) 110 (36.2) 121 (40.2) 118 (39.2) 116 (39.9) 123 (39.8) 113 (38.2) 110 (35.9)
Patients with juxtafoveal 15 (4.9) 13 (4.3) 17 (5.6) 17 (5.6) 20 (6.9) 15 (4.9) 11.(3.7) 14 (4.6)
lesions, n (%)
Lesion size, mm* 6.99+5.5 6.98+5.4 6.95+4.7 6.89+5.2 8.01+5.7 8.72+6.1 8.17+5.5 8.22+5.9
(mean *= SD)
Central retinal thickness, ~ 315.3+108.3 313.6+103.4 313.2+106.0 324.4*=111.2 3259+110.9 334.6=119.8 326.5=116.5 342.6*=124.0
pm (mean * SD)
Baseline NEI VFQ-25 71.8%+17.2 70.4*16.6 71.1+£17.8 69.6:16.8 72.9+19.1 70.3+19.4 74.0+18.2 71.3%19.1

scores (mean = SD)

0.5g4 = 0.5 mg monthly; 2q4 = 2 mg monthly; 2q8 = 2 mg every 2 months after 3 initial monthly doses; BCVA = best-corrected visual acuity; CNV =
choroidal neovascularization; ETDRS = Early Treatment Diabetic Retinopathy Study; NEI VFQ-25 = National Eye Institute 25-Item Visual Functioning

Questionnaire; SD = standard deviation.

2541



Ophthalmology Volume 119, Number 12, December 2012

Table 2. Prespecified Efficacy

VIEW 1
Ranibizumab Intravitreal Aflibercept
0.5q4 2q4 0.5q4 248
Primary end point
N (PPS) 269 285 270 265

Proportion maintaining vision (losing 94.4% (254)
<15 ETDRS letters), % (n)
N (full analysis set) 304
Proportion maintaining vision (losing 93.8% (285)
<15 ETDRS letters, LOCF), % (n)
Secondary end points
N (full analysis set) 304
Change in ETDRS BCVA (mean * SD) 8.1+x15.3
LS mean difference between Al and
ranibizumab (95% CI)*
Proportion gaining =15 ETDRS letters,
% (n)
LS mean difference between Al and
ranibizumab (95% CI)*
Change in CNV area, mm?
(mean * SD)
LS mean difference between IAI and
ranibizumab (95% CI)*
Change in total NEI VFQ-25 score
(mean *= SD)
LS mean difference between IAI and
ranibizumab (95% CI)*
Exploratory end point
Change in central retinal thickness, um
(mean * SD)
Post hoc end point”
Proportion with dry retina (absence of
cystic intraretinal edema and

subretinal fluid on OCT), % (n)

30.9% (94)

—4.2%5.6

4.9+14.0

—116.8+109.0

63.6% (171)

95.1% (271)

95.1% (289)

10.9+13.8
3.15(0.92 t0 5.37)

37.5% (114)
6.58 (—0.98 to 14.14)
—4.6x55
—0.33 (—1.04 t0 0.38)
6.7+13.5

1.28 (—0.73 t0 3.28)

—116.5+98.4

64.8% (184)

95.9% (259) 95.1% (252)
304 301 301
95.0% (286) 94.4% (284)

304 301 301
6.9*13.4 7.9%15.0
—0.80 (—3.03 to0 1.43) 0.26 (—1.97 t0 2.49)

24.9% (15) 30.6% (92)

—6.00 (—13.17 to 1.16) —0.36 (—17.74 t0 7.03)
—3.5%53 —3.4%6.0
0.71 (—0.01 to 1.42) 0.86 (0.15-1.58)
45*119 5.1%x14.7

—0.67 (—2.69 to 1.35) —0.60 (—2.61 to 1.42)

—115.6+104.1 —128.5+108.5

56.7% (148) 63.4% (168)

0.5¢4 = 0.5 mg monthly; 2g4 = 2 mg monthly; 2q8 = 2 mg every 2 months after 3 initial monthly doses; BCVA = best-corrected visual acuity;
aflibercept injection; LOCF = last observation carried forward; LS = least-squares; NEI VFQ-25 = National Eye Institute 25-Item Visual

*95.1% CI for VIEW 1.
"Observed case.

each aflibercept group within the prespecified 10% margin (Fig 2),
and the point estimates of the differences in means favoring the
aflibercept groups in all cases. All the aflibercept regimens also
met the prespecified 7% noninferiority margin in the prespecified
integrated analysis combining the 2 VIEW studies, as well as the
prespecified 5% margin for clinical equivalence compared with
ranibizumab in the individual VIEW studies. Moreover, the results
of multiple imputation analyses were consistent with those using
the LOCF.

Mean Changes in Best-Corrected Visual Acuity
and Other Visual Acuity End Points

The mean change in BCVA was a clinically important secondary
end point in both studies. On the basis of the hierarchical testing
sequence, only the aflibercept 2q4 group was statistically superior
to ranibizumab, and only in VIEW 1, with a gain of +10.9 versus
+8.1 letters (Table 2). Small numeric differences between treat-
ment groups in one study at any given timepoint were not repro-
duced in the other study, suggesting that they reflected random
variability even in groups of this size (Fig 3A, B); this interpreta-
tion was supported by a prespecified integrated analysis that com-
bined the 2 studies (Fig 3C), showing similar visual acuity scores
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across the entire 52-week study for all treatment groups. All
groups behaved similarly in this integrated analysis (Fig 3C), with
rapid increases in mean visual acuity after the first injection
followed by incremental gains that were durable and maintained
through week 52. Regardless of whether the analysis was by
LOCF, by multiple imputations, by assessing completers, or by
using actual observed data, intravitreal aflibercept dosed every 2
months achieved a mean visual acuity score within 0.3 letters of
monthly ranibizumab in the integrated analysis, with a CI of less
than 2 letters (Fig 3C, inset).

In both studies, the secondary end point of proportions of
patients gaining =15 ETDRS letters from baseline to week 52 was
similar in all treatment groups (Table 2), as were other exploratory
categoric measures of visual outcome (Appendix 5, available at
http://aaojournal.org). Likewise, vision-related quality of life, as-
sessed by the change of total score of the NEI VFQ-25, improved
in all groups in both studies (Table 2).

Key Anatomic Measures

In both studies, all groups demonstrated a comparable decrease
in the secondary end point of change in area of active CNV
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Outcomes at Week 52

VIEW 2
Ranibizumab Intravitreal Aflibercept
0.5¢4 2q4 0.5g4 248
Primary end point
N (PPS) 269 274 268 270

Proportion maintaining vision (losing
<15 ETDRS letters), % (n)

N (full analysis set)

Proportion maintaining vision (losing

<15 ETDRS letters, LOCF), % (n)

Secondary end points
N (full analysis set)

Change in ETDRS BCVA (mean * SD)

LS mean difference between IAI and
ranibizumab (95% CI)*
Proportion gaining =15 ETDRS letters,
% (n)
LS mean difference between IAI and
ranibizumab (95% CI)*

94.4% (254)
291
94.8% (276)

291
9.4%13.5

34.0% (99)

—4.2*+59

95.6% (262)
309
94.5% (292)

309
7.6x12.6
—1.95 (—4.10 t0 0.20)
29.4% (91)
—4.57 (—12.02 to 2.88)

—6.0+6.1

96.3% (258)
296
95.3% (282)

296
9.7+14.1
—0.06 (—2.24 t0 2.12)
34.8% (103)
0.78 (—6.91 to 8.46)

—4.2%+6.1

95.6% (258)
306
95.4% (292)

306
8.9+14.4
—0.90 (—3.06 to 1.26)
31.4% (96)
—2.65 (—10.18 to 4.88)

—5.2%59

Change in CNV area, mm?
(mean *= SD)
LS mean difference between IAI and
ranibizumab (95% CI)*
Change in total NEI VFQ-25 score
(mean *= SD)
LS mean difference between Al and
ranibizumab (95% CI)*
Exploratory end point
Change in central retinal thickness, um
(mean *= SD)
Post hoc end point”
Proportion with dry retina (absence of
cystic intraretinal edema and

subretinal fluid on OCT), % (n)

6.3+14.8

—138.5+122.2

60.4% (162)

—1.18 (—=1.98 to —0.38)

—2.79 (—=4.90 to —0.68)

—156.8+122.8

0.17 (—0.63 t0 0.97) —0.73 (—=1.53 t0 0.07)

4.5*+15.0 5.1x13.7 49+14.7

—0.93 (—3.07 to 1.20) —1.95(—4.07 t0 0.17)

—129.8+114.8 —149.2+119.7

80.3% (220) 63.9% (170) 71.9% (197)

CNV = choroidal neovascularization; CI = confidence interval; ETDRS = Early Treatment Diabetic Retinopathy Study; IAI = intravitreal

Functioning Questionnaire; OCT = optical coherence tomography; PPS =

per protocol set; SD = standard deviation.

(Table 2). Likewise, all aflibercept groups in both studies had
reductions in central retinal thickness similar to those for
monthly ranibizumab as assessed by OCT, with a large and
rapid reduction evident by week 4 (with retinal thickness ap-
proaching normal levels) that was maintained to week 52 (Table
2, Fig 4). Minor fluctuations in central retinal thickness were
seen in the 2q8 group after sham injections in the VIEW 2
study; these fluctuations attenuated over time, starting at 17 um
and decreasing to 8 wm over the year, with no apparent negative
impact on visual acuity outcomes.

Because of the inability of other regimens in the CATT'? to
match the retinal thickness and retinal fluid improvements seen
with monthly ranibizumab, a post hoc analysis was performed to
determine the percentage of patients who had fluid-free retinas,
which were defined, on OCT, by the absence of both cystic
intraretinal edema and subretinal fluid. All intravitreal aflibercept
groups were similar to the monthly ranibizumab group in terms of
this end point, with numerically higher percentages of dry retinas
seen in the 2q4 and 2q8 regimens largely driven by VIEW 2 (Table
2; Appendix 6, available at http://aaojournal.org). Integrated anal-
ysis combining both studies for proportions of patients with dry
retinas for ranibizumab and the aflibercept regimens of 2q4, 0.5g4,
and 2q8 showed percentages of 62.0%, 72.4%, 60.3%, and 67.7%,
respectively.

RQ4 - 1A 2Q4 : —_—— ;
VIEW 1 RQ4 - 1A10.5Q4 ' —_—— H
RQ4 - 1A1 208 I _:._ :
. 5 .
RQ4 - 141204 ; —_— i
. 1
VIEW 2 RQ4 - 1A1 0.5Q4 ! —e—.—- :
RQ4 - 1A1 208 ' _§—0_ :
. E ;
10% 5% 0 5% 10%
h Favors RQ4 Favors IAl -

Figure 2. Difference in proportions of patients who maintained vision (losing
<15 Early Treatment Diabetic Retinopathy Study [ETDRS] letters) at week 52 in
the VIEW studies (per protocol set [PPS]). The diamond symbol denotes the
difference between the treatment arms, and the horizontal bars indicate 95%
confidence interval (CI) range. The CI within the left 10% (dashed vertical lines)
indicates that all intravitreal aflibercept arms were noninferior to ranibizumab.
The CI within the left 5% (dotted wertical line) indicates clinical equivalence to
ranibizumab. The last observation carried forward (LOCF) was used for imputing
the missing values. RQ4 = 0.5 mg ranibizumab monthly; 0.5Q4 = 0.5 mg 1Al
monthly; 2Q4 = 2 mg Al monthly; 2Q8 = 2 mg IAI every 2 months after 3
initial monthly doses; IAI = intravitreal aflibercept injection.
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Figure 3. Mean change in best-corrected visual acuity (BCVA) from baseline to week 52 in the individual VIEW studies and in the integrated
analysis. Values in the line graphs refer to mean changes in the number of letters from baseline at week 52. Only the intravitreal aflibercept 2q4
arm in VIEW 1 was significantly different from ranibizumab (*P = 0.005 for the difference). The panel inset (integrated analysis) shows the
difference in visual acuity between each intravitreal aflibercept arm and ranibizumab (least-square mean with 95% confidence interval [CI]) at
week 52, using 3 different analyses: by last observation carried forward (LOCF), using observed case data, and by assessing completers. Rq4 =
0.5 mg ranibizumab monthly; 0.5q4 = 0.5 mg IAl monthly; 2q4 = 2 mg Al monthly; 248 = 2 mg IAl every 2 months after 3 initial monthly doses;
ETDRS = Early Treatment Diabetic Retinopathy Study; IAl = intravitreal aflibercept injection.

Safety

Intravitreal aflibercept was generally well tolerated and had a
profile of ocular treatment-emergent adverse experiences, includ-
ing serious ocular adverse events, similar to those for monthly
ranibizumab (Table 3; Appendix 7, available at http:/aaojournal.
org). Differences were noted in the prespecified analyses of intra-
ocular pressure: Fewer patients treated with aflibercept had in-
creases in intraocular pressure over the 52 weeks of the VIEW 1
and VIEW 2 studies (Appendix 7, available at http://aacjournal.org).
There were few ocular injection—related treatment-emergent seri-
ous adverse events in the study eye. The combined data for both
studies showed a rate of events/1000 injections of 1.1, 0.8, 0.1, and
0.2 for the ranibizumab 0.5q4 and intravitreal aflibercept 2q4,
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0.5g4, and 2q8 groups, respectively. These events included eye
disorders, endophthalmitis, procedural complications, and in-
creased intraocular pressure.

There was a similar overall incidence of systemic (nonocular)
adverse events (Appendix 7, available at http://aaojournal.org), seri-
ous systemic adverse events, specific arterial thromboembolic end
points as set forth by the Anti-Platelet Trialists’ Collaboration, and
deaths between intravitreal aflibercept and ranibizumab (Table 3).
Among the aflibercept treatment groups, there was no evidence of a
dose-response for adverse events: The group with the highest exposure,
the aflibercept 2q4 group, generally had the lowest rates of adverse
events. There was little to no immunogenicity associated with intravitreal
aflibercept (Appendix 8, available at http://aacjournal.org).
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Figure 4. Mean change from baseline in central retinal thickness (full analysis set). As described in the “Materials and Methods” section, in VIEW 1,
optical coherence tomography (OCT) was performed at screening, at the treatment initiation visit, and at weeks 4, 12, 24, 36, and 52 (and was optional
at the investigators’ discretion at other study visits). In VIEW 2, OCT was performed at every study visit. The last observation carried forward (LOCF)
was used for imputing the missing values. Rq4 = 0.5 mg ranibizumab monthly; 0.5q4 = 0.5 mg intravitreal aflibercept injection (IAI) monthly; 2q4 =
2 mg IAl monthly; 2q8 = 2 mg IAI every 2 months after 3 initial monthly doses.

Discussion

We have described 2 large and similarly designed clinical trials
involving more than 2400 patients with neovascular AMD. In
both trials, all 3 aflibercept treatment regimens (including the
every-2-month regimen after 3 initial monthly loading doses)
were statistically noninferior to monthly ranibizumab in pre-
venting moderate visual acuity loss at 1 year, meeting the
primary outcome of the trials; all the aflibercept regimens also
met the stricter margin of 5% for clinical equivalence com-
pared with monthly ranibizumab. In terms of mean change in
BCVA over time, all aflibercept regimens behaved similarly to
monthly ranibizumab, with rapid increases after the first treat-
ment followed by incremental gains that were durable and
maintained through week 52. Mean visual acuity scores were
within 1 letter of each other at week 52 in the prespecified
integrated analysis combining the 2 studies; of note, aflibercept
dosed every 2 months achieved a visual acuity score within 0.3
letters of monthly ranibizumab, with a CI of less than 2 letters,
regardless of the analysis set used. Because the CATT'? high-
lighted the inability of other regimens, including monthly be-

vacizumab and PRN ranibizumab or bevacizumab, to match
the retinal thickness and retinal fluid improvements seen with
monthly ranibizumab, it is notable that all 3 aflibercept regi-
mens behaved similarly to monthly ranibizumab in terms of
these anatomic measures.

Because of the large treatment burden, extensive ef-
forts have been devoted toward developing an optimized
treatment paradigm that avoids the need for monthly
injections or monitoring visits. The CATT and HARBOR
studies used noninferiority margins of change from base-
line BCVA of 5 letters and 4 letters, respectively, to
evaluate the efficacy of PRN regimens (Invest Ophthal-
mol Vis Sci 2012;53:E-Abstract 3677).!> The CATT'?
generated much interest, in part because it showed that
PRN ranibizumab and bevacizumab regimens approached
the visual acuity outcomes achieved with monthly ranibi-
zumab; however, these PRN regimens produced numer-
ically smaller gains in BCVA at 52 weeks (by 1.7-2.6
letters) with poorer anatomic outcomes. Switching from a
monthly to a PRN regimen during the second year of the
CATT significantly worsened visual and anatomic out-
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Table 3. Serious Ocular Adverse Events in the Study Eye and Other Key Nonocular Events Occurring in =0.5%* of Patients in

Any Study Arm

VIEW 1 VIEW 2
Ranibizumab Intravitreal Aflibercept Ranibizumab Intravitreal Aflibercept
0.5q4 2q4 0.5g4 248 0.5q4 2q4 0.5g4 248

N (safety analysis set) 304 304 304 303 291 309 297 307
Patients with at least 1 ocular SAE, n (%) 10 (3.3) 7(2.3) 6(2.0) 3(1.0) 9 (3.1) 6(1.9) 5(1.7) 9(2.9)
Serious ocular adverse event, n (%)

Endophthalmitis 3(1.0) 3(1.0) 0 0 0 0 0 0

Visual acuity reduced 2 (0.7) 1(0.3) 2(0.7) 0 1(0.3) 1(0.3) 1(0.3) 5(1.6)

Retinal hemorrhage 2(0.7) 0 0 2(0.7) 1(0.3) 2 (0.6) 1(0.3) 1(0.3)

Posterior capsule opacification — — — — 2(0.7) 0 0 0
Serious systemic (or nonocular) adverse event 57 (18.8) 40 (13.2) 50(16.4) 51 (16.8) 26 (8.9) 36 (11.7)  37(12.5) 38(12.4)
APTC ATE events

Any APTC ATE event 5(1.6) 2(0.7) 7(2.3) 6(2.0) 5(1.7) 4(1.3) 5(1.7) 8 (2.6)

Vascular death 1(0.3) 0 1(0.3) 4(1.3) 1(0.3) 1(0.3) 2(0.7) 1(0.3)

Nonfatal myocardial infarction 4(1.3) 1(0.3) 4(1.3) 1(0.3) 2(0.7) 2 (0.6) 2 (0.7) 5(1.6)

Nonfatal stroke 0 1(0.3) 2(0.7) 1(0.3) 2 (0.7) 1(0.3) 1(0.3) 2(0.7)
Any AE of hypertension 29 (9.5) 25(8.2) 26 (8.6) 31(10.2) 29 (10.0) 31(10.0) 22(7.4) 28 (9.1)
SAEs of interest occurring in any patient

Venous thromboembolic event 1(0.3%) 0 1(0.3%) 0 0 0 0 0

Congestive heart failure event 2 (0.7%) 1(03%) 2(0.7%) 3 (1.0%) 1(0.3%) 0 0 1 (0.3%)

GI perforation or fistula event 0 0 0 0 0 0 1(0.3%) 1(0.3%)

Nonocular hemorrhagic event 1 (0.3%) 1(03%)  3(1.0%) 3 (1.0%) 0 2 (0.6%) 0 1 (0.3%)

Delayed wound healing 0 0 0 0 0 0 0 0

0.5q4 = 0.5 mg monthly; 2g4 = 2 mg monthly; 2q8 = 2 mg every 2 months after 3 initial monthly doses; AE = adverse event; APTC ATE =
Anti-platelet Trialists’ Collaboration Arteriothrombolic Event; GI = gastrointestinal; SAE = serious adverse event.

*For SAEs of interest, occurrence in any patient is reported.

comes and resulted in a decrease in the proportion of
patients without retinal fluid.'* The results from the
HARBOR study showed that PRN regimens of ranibi-
zumab (including a higher 2 mg dose) did not achieve
noninferiority compared with monthly ranibizumab (In-
vest Ophthalmol Vis Sci 2012;53:E-Abstract 3677).
Moreover, the PRN regimens in both CATT and HAR-
BOR still required mandatory monthly visits, during
which treatment decisions had to be made largely on the
basis of anatomic measures. The demonstration that
monthly aflibercept provides similar efficacy and safety
as the current approved standard of monthly ranibizumab
is important, but the finding that remarkably similar
improvement in vision and anatomic measures can be
achieved with less than monthly intravitreal aflibercept
injections and without requiring monthly monitoring vis-
its provides an important advance for both patients and
their treating physicians. The FDA has approved intrav-
itreal aflibercept injection for AMD and recommended
the regimen of 2 mg once every 2 months after 3 initial
monthly doses (Eylea [package insert]. Tarrytown, NY:
Regeneron Pharmaceuticals, Inc; 2011. Available at:
http://www.regeneron.com/Eylea/eylea-fpi.pdf. Access-
ed August 8, 2012). This approval was based on the
evaluation that this regimen provided the best benefit/
risk; the approved label notes that aflibercept can be
dosed as often as every 4 weeks, although additional
efficacy was not reported with such frequent dosing. By
halving the need for monthly visits, the every-2-month regi-
men of aflibercept may markedly decrease the treatment bur-
den experienced by patients and their families. Less frequent
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injections also should provide an ocular safety benefit. Al-
though the VIEW studies were not powered to see differences
in rare but serious intraocular complications (e.g., endophthal-
mitis and retinal detachment), it is likely that fewer injections
may substantially decrease the cumulative population risk of
such events, considering that millions of injections are given
each year.

After the 1-year primary end point of VIEW 1/VIEW
2 presented in this article, all treatment groups’ dosing
intervals were changed to a common protocol of modified
quarterly dosing with their originally randomized dose
and drug (all patients were monitored monthly and re-
ceived a minimum of dosing every 12 weeks with interim
as-needed monthly intravitreal injections). The results of
this second year were recently presented (Invest Ophthal-
mol Vis Sci 2012;53:E-Abstract 6962) and reveal 81.6%
to 85.7% patient retention in all groups with comparable
visual acuity maintenance (91%-92%) in each group at
the 96-week time point. The total number of active in-
jections (baseline to week 96) was 16.0 to 16.2 in the
monthly intravitreal aflibercept groups, 16.5 in the
monthly ranibizumab group, and 11.2 in the original 2q8
group. The finding that visual acuity maintenance can
be achieved for up to 96 weeks in the 2q8 group with
similar gains in BCVA compared with ranibizumab de-
spite more than 5 fewer doses is encouraging and implies
that the treatment burden of neovascular AMD may be
meaningfully reduced with this 2q8 intravitreal afliber-
cept regimen.

The sustained durability of intravitreal aflibercept as
demonstrated by the every-2-month regimen is consistent
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with the rationale that a higher binding affinity could lead
to increased durability.!” It is encouraging that the in-
creased affinity of intravitreal aflibercept did not result in
an observed increase in ocular or systemic adverse
events. In the VIEW 1 and VIEW 2 trials, no differences
in systemic or ocular safety were noted between any of
the doses or dosing regimens of intravitreal aflibercept.
Systemic exposure of aflibercept injected intravitreally is
extremely low (Eylea [package insert]. Tarrytown, NY:
Regeneron Pharmaceuticals, Inc; 2011. Available at:
http://www.regeneron.com/Eylea/eylea-fpi.pdf. Access-
ed August 8, 2012). After intravitreal administration of 2
mg per eye of aflibercept to patients with wet AMD, the
mean maximum concentration of free aflibercept in the
plasma was 0.02 pwg/ml (range, 0—0.054 pg/ml) and was
attained in 1 to 3 days. The free aflibercept plasma
concentrations were undetectable 2 weeks post-dosing in
all patients. Aflibercept did not accumulate in plasma
when administered as repeated doses intravitreally every
4 weeks. It is estimated that after intravitreal administra-
tion of 2 mg to patients, the mean maximum plasma
concentration of free aflibercept is more than 100-fold
lower than the concentration of aflibercept required to
half-maximally bind systemic VEGF.

In conclusion, intravitreal aflibercept dosed monthly or
every 2 months after 3 initial monthly doses resulted in
similar visual and anatomic outcomes as ranibizumab dosed
monthly, as well as similar safety and tolerability. Intravit-
real aflibercept dosed every 2 months has the potential to
provide patients, their families, and clinicians the opportu-
nity for the optimal vision gains and anatomic disease
control they have come to expect from monthly ranibi-
zumab, with a substantially decreased treatment and com-
pliance burden, and a lower cumulative risk of injection-
related adverse events.
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Appendix 1. VIEW 1 and VIEW 2 Study Investigator List.

VIEW 1 Study Investigator List

Principal Investigator

Study Site

Location/Address

Abraham, Prema

Black Hills Regional Eye Institute

Rapid City, SD

Adelman, Ron

Yale University School of Medicine

New Haven, CT

Adrean, Sean

Retina Consultants of Orange County

Fullerton, CA

Ali, Fareed

Canadian Centre for Advanced Eye Therapeutics

Mississauga, Ontario

Altaweel, Michael

University of Wisconsin

Madison, WI

Antworth, Michael

Retina Consultants of Carolina

Greenville, SC

Appa, Suri

Kaiser Permanente

Yorba Linda, CA

Arend, Laurence

Ochsner Clinic Foundation

New Orleans , LA

Arroyo, Jorge

Beth Israel Deaconess Medical Center

Boston, MA

Baker, Carl W.

Paducah Retinal Center

Paducah, KY

Bakri, Sophie J.

Mayo Clinic - Rochester

Rochester, MN

Beer, Paul Retina Consultants PLLC Slingerlands, NY
Benz, Matthew Vitreo Retinal Consultants Houston, TX
Berger, Brian B. Retina Research Center Austin, TX

Berinstein, Daniel

Retina Group of Washington

Chevy Chase, MD

Bertolucci, George A.

Eye Medical Center of Fresno

Fresno, CA

Bhavsar, Abdhish

Retina Center

Minneapolis, MN

Blaha, Gregory

Lahey Clinic MCNS.

Peabody, MA

Bloom, Steven

Eye Centers of Louisville

Louisville, KY

Bochow,Thomas W.

East Texas Eye Care Associates

Tyler, TX

Boldt, Herbert

The University of lowa Hospitals & Clinics Department
of Ophthalmology

Iowa City, IA




Boyer, David

Retina-Vitreous Associates

Beverly Hills, CA

Bridges, Jr., William Z.

Western Carolina Retinal Associate, PA

Asheville, NC

Browning, David

Charlotte Eye, Ear, Nose & Throat Associates, PA

Charlotte, NC

Busquets, Miguel A.

Associates in Ophthalmology, Ltd.

West Mifflin, PA

Chace, Richard

Eyesight Ophthalmic Services

Portsmouth, NH

Chan, Clement

Southern California Desert Retina Consultants

Palm Desert. CA

Chang, Stanley Harkness Eye Institute at Columbia University New York, NY
Department of Ophthalmology
Chang, Tom Retina Institute of California Arcadia, CA

Chaudhry, Nauman

New England Retina Associates

New London, CT

Chen, Sanford

Orange County Retina Medical Group

Santa Ana, CA

Chiu, Mark

Eye Associates of New Mexico

Albuquerque, NM

Cirino, Anthony

Kaiser Permanente Northwest

Portland, OR

Ciulla, Thomas

Midwest Eye Insititute

Indianapolis, IN

Clark, W. L.

Palmetto Retina Center, LLC

West Columbia, SC

Colquhoun, Peter J.

Southwest Michigan Eye Center

Battle Creek, MI

Combs, James

Virginia Eye Institute

Richmond, VA

Conway, Brian P.

University of Virginia

Charlottesville, VA

Cowan, Gary M. Retina Consultants PA Fort Worth, TX
Culbert, Richard Premier Retina Specialists Odessa, TX
D’Amico, Donald Weill Cornell Eye Associates New York, NY
Denny, John Retina Associates PC Raleigh, NC

Dessouki, Amr L.

Retinal Diagnostic Center

Campbell, CA

Dickinson, John D.

Associated Consulting Ophthalmologists, Dalhousie
University

Halifax, Nova Scotia

Diddie, Kenneth

Retinal Consultants of Southern California

Westlake, CA

DiLoreto Jr., David A.

University of Rochester Eye Institute

Rochester, NY




Dooner, James

Austin Retina Associates, Austin, TX

Austin, TX

Dugel, Pravin U.

Retinal Consultants of Arizona

Phoenix, AZ

Eaton, Alexander

Retina Health Center

Fort Myers, FL

Erasmus, Murray J.

Retina Consultants of Victoria

Victoria, British Columbia

Faber, David W.
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Salt Lake City, UT

Falcone, Philip

Connecticut Retina Consultants LLC

Bridgeport, CT

Fan, Joseph Loma Linda University Loma Linda, CA
Farber, Matthew E. Allen County Retinal Surgeons Fort Wayne, IN
Freeman, William R. UCSD Jacobs Retina Center La Jolla, CA
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Galic, Ivan J.

Royal Victoria Hospital

Montreal, Quebec

Gallemore, Ron P.

Retina Macula Institute

Torrance, CA

Gao, Hua

Indiana University Retina Service

Indianapolis, IN
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The Medical Center Pasqua Hospital

Regina, Saskatchewan

Garfinkel, Richard

Retina Group of Washington

Fairfax, VA

Gitter, Kurt A.

Retina Associates

New Orleans, LA

Glaser, David A.

Retina Associates of St. Louis, Inc.

Florissant, MO

Glazer, Louis C.

Vitreo-Retinal Associates PC

Grand Rapids, MI

Gonder, John R.

Ivey Eye Institute

London, Ontario

Gonzalez, Victor H.

Valley Retina Institute

McAllen, TX

Gordon, Carmelina

TLC Eye Care & Laser Center

Jackson, MI

Gross, Jeffrey G.

Carolina Retina Center, PA

Columbia, SC

Guillet, Ernest

Retina Associates of Western New York

Rochester, NY

Gupta, Sunil

Retina Specialists

Pensacola, FL

Hagedorn, Curtis

Colorado Retina Associates

Denver, CO

Hampton, G. R.

Retina Vitreous Surgeons of CNY, PC

Syracuse, NY




Harris, April

Retina Associates S.W., P.C.

Tucson, AZ

Hassan, Tarek S.

Associated Retina Consultants PC

Royal Oak, MI

He, Yu-Guang University of Texas Southwestern Medical Center Dallas, TX

Heier, Jeffrey S. Ophthalmic Consultants of Boston Boston, MA
Hoffert, Deborah S. Maine Vitreoretinal Consultants LLC PA Bangor, ME
Hudson, Henry Retina Center PC Tucson, AZ

Johnson, Mark

Kellogg Eye Center, Ann Arbor, MI

Ann Arbor, MI

Kaiser, Peter K.

The Cleveland Clinic Foundation, Cleveland, OH

Cleveland, OH

Katz, Randy S.

Florida Eye, Boynton Beach

Boynton Beach, FL

Kherani, Amin

Calgary Retina Consultants

Calgary, Alberta

Kim, Brian Fletcher Allen Health Care Burlington, VT
Klancnik, James M. Vitreous Retina Macula Consultants of New York New York, NY
Kokame, Gregg T. The Retina Center at Pali Momi Aiea, HI

Kruger, Erik

Eye Care Specialists

Kingston, PA

Kuppermann, Baruch
D.

University of California Irvine Medical Center

Irvine, CA

Kurup, Shree

Wake Forest University Eye Center

Winston-Salem, NC

Labelle, Pierre

Hospital Maisonneure Rosemont Montreal University

Montreal, Quebec

Lazarus, Howard

John Kenyon American Eye Institute

New Albany, IN

Lee, Michael

Retina Northwest, P.C.

Portland, OR

Leonard, Brian C.

University of Ottawa Eye Institute

Ontario K1H 8L6

Leonard, Robert

Dean McGee Eye Institute

Oklahoma City, OK

Levin, Darrin

Retina Consultants of Michigan

Southfield, MI

Lipkowitz, Jeffrey

Delaware Valley Retina Associates

Lawrenceville, NJ

Lit, Eugene

East Bay Retina Consultants Inc.

Oakland, CA

Luu, James K.

Retina Consultants of Southern Colorado P.C.

Colorado Springs, CO

Maguire, Joseph 1.

Mid Atlantic Retina

Philadelphia, PA




Marcus, Dennis

Southeast Retina Center

Augusta, GA

Margolis,Thomas

Retinal & Ophthalmic Consultants PC

Northfield, NJ

Mason III, John O.

Retina Consultants of Alabama

Birmingham, AL

Merkur, Andrew B.

UBC/VH Eye Care Center

Vancouver, British
Columbia

Michels, Mark

Retina Care Specialists LLP

Palm Beach Gardens, FL

Moinfar, Nader

Magruder Eye Institute

Orlando, FL

Moore, Jeffrey

Maine Eye Center, Portland, ME

Portland, ME

Morris, Robert

Retina Specialists of Alabama LLC

Birmingham, AL

Moshfeghi, Darius M.

California Vitreoretinal Research/Stanford University

San Mateo, CA

Nguyen,Quan D. Johns Hopkins Hospital School of Medicine Wilmer Eye | Baltimore, MD
Institute
Olson, John Central Florida Retina Orlando, FL

Palmer, James

Northern California Retina - Vitreous Associates

Mountain View, CA

Parchue, John

Ophthalmology Associates

Fort Worth, TX

Patel, Sunil

Retina Research Institute of Texas

Abilene, TX 79606

Pavan,Peter R.

USF Eye Institute

Tampa, FL

Pearlman, Joel A.

Retinal Consultants Medical Group, Inc

Sacramento, CA

Petersen, Michael

Cincinnati Eye Institute

Cincinnati, OH

Podhorzer, Joseph

Joseph R Podhorzer MD PLLC

Brooklyn, NY

Rath, Pamela

Retina Vitreous Consultants

Pittsburgh, PA

Ren, David H. Regional Retina Shreveport, LA

Rho, David Soll Eye Associates Philadelphia, PA
Robert, Feldman Florida Eye Clinic Altamonte Springs, FL
Rodden, William Retina & Vitreous Center of Southern Oregon PC Ashland, OR
Rosberger, Daniel MaculaCare, PLLC New York, NY

Rosen, Richard New York Eye & Ear Infirmary New York, NY




Roth, Daniel B.

Retina-Vitreous Center PA

Toms River, NJ

Sabates, Nelson

Vision Research Center

Kansas City, MO

Samy, Chander

Ocala Eye

Ocala, FL

Saperstein, David A.

Vitreoretinal Associates

Seattle, WA

Scales, David

Foresight Studies, LLC

San Antonio, TX

Segal, Zachary K. Med Eye Associates Miami, FL
Sell, Clive Associated Retina Consultants Phoenix, AZ
Shah, Gaurav Barnes Retina Institute St. Louis, MO

Singer, Michael A.

Medical Center Ophthalmology Associates

San Antonio, TX

Sippy, Brian

Rocky Mountain Eye Center

Missoula, MT

Sonkin, Peter L.

Tennessee Retina, P.C.

Nashville, TN

Sramek, Stephen

Davis Duehr Dean Dean Health Systems

Madison, WI

Stern, Jeffrey

Capital Region Retina, PLLC

Albany, NY

Stewart, Michael W.

Mayo Clinic Jacksonville

Jacksonville, FL

Stoller, Glenn

Ophthalmic Consultants of Long Island

Lynbrook, NY

Suan, Eric

Retina Care Center

Baltimore, MD

Sun, X. Kathryn

St Johns Clinic Eye Specialists

Springfield, MO

Teske, Michael

University of Utah John Moran Eye Center

Salt Lake City, UT

Tezel, Tongalp

Eye Specialists of Louisville Department of
Ophthalmology

Louisville, KY

Thach, Allen B.

Retina Consultants of Nevada

Las Vegas, NV

Thompson, John

Retina Specialists

Towson, MD

Tolentino, Michael

Center for Retina & Macular Disease

Winter Haven, FL

Verstraeten, Thierry

Allegheny General Hospital

Pittsburgh, PA

Wald, Kenneth

Retina Associates of New York

New York, NY

Walker, Joseph P.

National Ophthalmic Research Institute

Fort Myers, FL

Weinberg, Aaron

NorthShore University HealthSystem Research Institute

Oak Brook, IL




Weinberg, David V.

Medical College Of Wisconsin Eye Institute

Milwaukee, WI

Weishaar, Paul Vitreo-Retinal Consultants & Surgeons PA Wichita, KS
Westfall, Andrew Retina Consultants LLC Salem, OR
Wood, Matthew Eye Surgical Associates Lincoln, NE

Wroblewski, John

Cumberland Valley Retina Consultants PC

Hagerstown, MD

VIEW 2 Study Investigator List

Principal Investigator

Study Site

Location

Arango, Santiago

Clinica de Oftalmologia San Diego

Medellin, Colombia

Bafalluy, Joaquin, A

Oftalmoélogos especialistas

Rosario, Argentina

Belfort Mattos, Rubens

Escola Paulista de Medicina Hospital Sao Paulo

Sao Paulo, Brazil

Bornfeld, Norbert

Universititsklinikum Essen Zentrum fiir Augenheilkunde

Essen, Germany

Carneiro, Angela

Hospital de Sdo Joao, EPE
Servigo de Oftalmologia
Alameda Prof. Hernani

Porto, Portugal

Das, Taraprasad

Prasad Eye Institute

Orissa, India

Datta, Himadri

Regional Institute Of Ophthalmlogy Medical College

Kolkata, India

Del Valle Cantu, Javier

Oftalmolaser de Monterrey Hidalgo

Nuevo Ledn, Mexico

Devin, Francois

Centre d’Ophtalmologie Paradis

Marseille, France

Dhoble, Pankaja

Aravind Eye Hospital

Pondicherry, India

Dijkman, G.

Leiden University Medical Center Department of
Opthalmolgy

Leiden, The Netherlands

Dithmar, Stefan

Universititsklinikum Heidelberg Augenklinik

Heidelberg, Germany

Emmerich, Karl-Heinz

Augenklinik, Klinikum Darmstadt

Darmstadt, Germany

Esteban Gonzalez,
Eduardo

Hospital Universitario Virgen Macarena
Servicio de Oftalmologia

Sevilla, Spain

Fiser, Ivan

O¢ni klinika Lexum Praha U

Praha, Czech Republic




Foerster, Michael, H

Augenklinik Charite Campus - Benjamin Franklin

Berlin, Germany

Frennesson, Christina

Linkdping University Hospital Eye Clinic

Linkoping, Sweden

Gamulescu, Maria-
Andreea

Universititsklinikum Regensburg Klinik und Poliklinik
fiir Augenheilkunde

Regensburg, Germany

Garcia Layana, Alfredo

Clinica Universidad de Navarra Servicio de Oftalmologia
Avda

Pamplona, Spain

Garcia-Arumi, Jose

Hospital Vall d’Hebron Servicio de Oftalmologia

Barcelona, Spain

Garg, SP

Center for Ophthalmic Sciences AIIMS

New Delhi, India

Gaudric, Alain

Hopital Lariboisiere service d’ophtalmologie

Paris, France

George, Sheena

Western Eye Hospital

London, UK

Gibson, Jonathan, M

Academic Unit of Ophtalmology Aston Academy of Life
Sciences
Aston University

Birmingham, UK

Gillies, Mark

Save Sight Institute, University of Sydney Eye Hospital

Sydney, Australia

Gomez-Ulla, Francisco

Instituto Tecnologico de Oftalmologia Hospital

Santiago de Compostela La
Coruiia, Spain

Gomi, Fumi

Osaka University Hospital

Osaka, Japan

Grisanti, Salvatore

Universitatsklinikum Luebeck

Luebeck, Germany

Gupta, Amod

Post Graduate Institute of Education & Research

Chandigarh Pin, India

Guymer, Robyn

Centre for eye research

Melbourne, Australia

Gyory, Jozsef

Veszprém Megyei Csolnoky Ferenc Korhaz Non-Profit
ZRT

Magyarorszag, Hungary

Hamouz, Jan

O¢ni klinika FNKV

Praha, Czech Republic

Hansen, Lutz, L

Universitits-Augenklinik Freiburg

Freiburg, Germany

Huh, Kuhl

Korea University Guro Hospital Department of
Ophthalmology

Seoul, Korea

Iida, Tomohiro

Fukushima Medical University Hospital

Fukushima, Japan

Ishibashi, Tatsuro

Kyushu University Hospital

Fukuoka, Japan

Izak, Milan

2.0¢na klinika
Fakultna Nemocnica F.D. Roosevelta

Banska Bystrica, Slovakia




Johansson, Ingrid

Orebro University Hospital Eye Clinic

Orebro, Sweden

Kaluzny, Jozef

Niepubliczny Zaktad Opieki Zdrowotnej OFTALMIKA

Bydgoszcz, Poland

Kerenyi, Agnes

Bajcsy-Zsilinszky Korhaz

Magyarorszag, Hungary

Kirchhof, Bernd

Klinikum der Universitit zu Koln Zentrum fiir
Augenheilkunde

KoIn-Lindenthal,Germany

Kishi, Shoji

Gunma University Hospital

Gunma, Japan

Koenig-Supiot,
Francoise

Cabinet Ophtalmologique

Lyon, France

Kolar, Petr

O¢ni klinika FN Brno

Brno, Czech Republic

Korobelnik, Jean-
Frangois

CHU de Bordeaux Hopital Pellegrin Service
d’Ophtalmologie

Bordeaux, France

Kralinger, Martina

Medizinische Universitit Innsbruck Universitdtsklinik fir
Augenheilkunde und Optometrie

Innsbruck, Austria

Kurz-Levin, Malaika

UniversitétsSpital Ziirich Augenklinik

Ziirich, Switzerland

Lee, Won-Ki

Seoul St.Mary’s Hospital Department of Ophthalmology

Seoul, Korea

Liehneova, Ivana

Ocni oddeleni Krajska zdravotni, a.s.- Masarykova
nemocnice v Usti nad Labem, 0.z.,

Usti nad Labem, Czech
Republic

Lohmann, Chris, P

Klinikum rechts der Isar Augenklinik

Miinchen, Germany

Lois, Noemi

Aberdeen Royal Infirmary Ophthalmology Department

Aberdeen, UK

Lotery, Andrew

Southampton Eye Unit
Southampton General Hospital

Hampshire, UK

Martins da Silva,
Rufino

AIBILI

Coimbra, Portugal

McAllister, Ian

Lion eye institute, Charles Gardner Hospital

Nedlands WA, Australia

Messias, André
Marcio, V

Hospital das Clinicas Faculdade de Medicina de Ribeirao

Ribeirdo, Brazil

Mitchell, Paul

Westmead Hospital Eye Clinic

Westmead NSW, Australia

Mohamed, Karim

Servicio de Oftalmologia Hospital Universitario “Dr. Jose
Eleuterio Gonzalez”

Col. Mitras Centro, C.P.,
Mexico

Mohand-Said, Saddek

Centre Hospitalier National d’Ophtalmologie des Quinze-
Vingts Centre D’Investigation Clinique

Paris, France




Morales Canton,
Virgilio

Asociacion Para Evitar la Ceguera en Mexico IAP

Col. San Lucas Coyoacan
CP, Mexico

Nagpal, Manish

Retina Foundation

Gujrat, India

Nam, Dong-Heun

Gachon University Gil Medical Center Department of
Ophthalmology

Incheon, Korea

Narayanan, Raja Prasad Eye Institute L.V. Hyderabad, India
Narendran, Aravind Eye Hospital Tamil Nadu, India
VenKatapathy

Natarajan, S

Aditya Jyot Eye Hospital Pvt. Ltd

Mumbai, India

Natesh, Sribhargava

Narayana Netralaya 121/C

Bangalore, India

Nehemy, Marcio, B

Instituto da Visdo Rua dos Otoni

Minas Gerais, Brazil

Ocampo, Hugo, H

Clinica de Oftalmologia de Cali

Cali, Colombia

Ogino, Tetsuo

Sapporo City General Hospital

Sapporo, Japan

Ogura, Yuichiro

Nagoya City University Hospital

Nagoya, Japan

Ohji, Masahito

Shiga University of Medical Science Hospital

Shiga, Japan

Ozawa, Yoko

Keio University Hospital

Tokyo, Japan

Papp, Andras

Semmelweis Egyetem Szemészeti Klinika

Magyarorszag, Hungary

Park, Kyu-Hyung

Seoul National University Bundang Hospital
Department of Ophthalmology

Seongnam, Korea

Pauleikhoff, Daniel

Augenambulanz

Miinster, Germany

Pfeiffer, Norbert

Universitits-Augenklinik Mainz

Mainz, Germany

Pournaras, Constantin,
J

Clinique dOphtalmologie de Genéve
Hop. Cantonal Universitaire de Geéneve

Geneve, Switzerland

Quaranta E1 Maftouhi,
Maddalena

Centre Ophtalmologique Rabelais

Lyon, France

Quentel, Gabriel

Centre Ophtalmologique d’Imagerie et de Laser

Paris, France

Raczynska, Krystyna

Akademickie Centrum Kliniczne
Szpital Akademii Medycznej w Gdansku Klinika Chorob
Oczu

Gdansk, Poland
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Rakic, Jean-Marie

Domaine Universitaire du Sart Tilman Service d’
Ophtalmologie

Liege, Belgium

Ramaswamy, Kim

Aravind Eye Hospital

Tamil Nadu, India

Rehak, Jiri

O¢ni klinika FN Olomouc

Olomouc, Czech Republic

Richard, Gisbert

Universitdtsklinikum Hamburg Eppendorf Klinik und
Poliklinik fiir Augenheilkunde

Hamburg, Germany

Rodriguez, Francisco, J

Fundacion Oftalmologica Nacional

Bogota, Colombia

Roider, Johann

Universitéitsklinikum Kiel Klinik fiir Augenheilkunde

Kiel, Germany

Ruiz Moreno, José
Maria

Vissum Corporacion Alicante

Alicante, Spain

Sachs, Helmut, G

Krankenhaus Dresden Friedrichstadt Stadtisches
Klinikum Augenklinik Akademisches Lehrkrankenhaus
der TU Dresden

Dresden, Germany

Sakamoto, Taiji

Kagoshima University Medical and Dental Hospital

Kagoshima, Japan

San, Ian Yeo, Y

Singapore National Eye Centre (SNEC)

Singapore, Singapore

Sandner, Dirk

Klinik und Poliklinik fiir Augenheilkunde am
Universititsklinikum Carl Gustav Carus

Dresden, Germany

Sararols, Laura

Instituto Universitario Dexeus
Instituto Oftalmologcio de Barcelona

Barcelona, Spain

Schlottmann, Patricio,
G

Organizacion Médica de Investigacion (OMI)

Buenos Aires , Argentina

Schmidt-Erfurth,
Ursula H

Universititsklinik fiir Augenheilkunde und Optomerie
Wien, Medizinische Universitit Wien

Vienna, Austria

Schneider, Ulrike

Universititsspital Basel Augenklinik

Basel, Switzerland

Schonherr, Ulrich
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APPENDIX 2: Eligibility Criteria

Inclusion Criteria

Men and women >50 years of age.

Active primary subfoveal CNV lesions secondary to AMD, including juxtafoveal
lesions that affect the fovea as evidenced by FA in the study eye

CNV must be at least 50% of total lesion size

ETDRS best-corrected visual acuity of: 20/40 to 20/320 (letter score of 73 to 25) in
the study eye.

Willing, committed, and able to return for ALL clinic visits and complete all study-
related procedures.

Able to read, (or, if unable to read due to visual impairment, be read to verbatim by
the person administering the informed consent or a family member) understand and
willing to sign the informed consent form.

Signed informed consent form

Exclusion Criteria:

Any prior ocular (in the study eye) or systemic treatment or surgery for neovascular
AMD except dietary supplements or vitamins.

Any prior or concomitant therapy with another investigational agent to treat
neovascular AMD in the study eye, except dietary supplements or vitamins.

Prior treatment with anti-VEGF agents as follows:

o  Prior treatment with anti VEGF therapy in the study eye is not allowed.

o  Prior treatment with anti VEGF therapy in the fellow eye with an
investigational agent (not FDA approved, e.g. bevacizumab) is allowed up
to 3 months prior to first dose in the study, and such treatment will not be
allowed during the study. Prior treatment with an FDA/Health Canada
approved anti VEGF therapy in the fellow eye is allowed.



o  Prior systemic anti VEGF therapy, investigational or FDA/Health Canada
approved, is only allowed up to 3 months prior to first dose, and will not
be allowed during the study.

Total lesion size > 12 disc areas (30.5 mm?), including blood, scars and
neovascularization) as assessed by FA in the study eye.

Subretinal hemorrhage that is either 50% or more of the total lesion area, or if the
blood is under the fovea and is 1 or more disc areas in size in the study eye. (If the
blood is under the fovea, then the fovea must be surrounded 270 degrees by visible
CNV.)

Scar or fibrosis, making up > 50% of total lesion in the study eye.

Scar, fibrosis, or atrophy involving the center of the fovea in the study eye.
Presence of retinal pigment epithelial tears or rips involving the macula in the study
eye.

History of any vitreous hemorrhage within 4 weeks prior to Visit 1 in the study eye.
Presence of other causes of CNV, including pathologic myopia (spherical
equivalent of —8 diopters or more negative, or axial length of 25 mm or more),
ocular histoplasmosis syndrome, angioid streaks, choroidal rupture, or multifocal
choroiditis in the study eye.

History or clinical evidence of diabetic retinopathy, diabetic macular edema or any
other vascular disease affecting the retina, other than AMD, in either eye.

Prior vitrectomy in the study eye.

History of retinal detachment or treatment or surgery for retinal detachment in the
study eye.

Any history of macular hole of stage 2 and above in the study eye.

Any intraocular or periocular surgery within 3 months of Day 1 on the study eye,
except lid surgery, which may not have taken place within 1 month of day 1, as
long as its unlikely to interfere with the injection.

Prior trabeculectomy or other filtration surgery in the study eye.

Uncontrolled glaucoma (defined as intraocular pressure > 25 mmHg despite

treatment with antiglaucoma medication) in the study eye.



Active intraocular inflammation in either eye.

Active ocular or periocular infection in either eye.

Any ocular or periocular infection within the last 2 weeks prior to Screening in
either eye.

Any history of uveitis in either eye.

Presence or history of scleromalacia in either eye.

Aphakia or pseudophakia with absence of posterior capsule (unless it occurred as a
result of a yttrium aluminum garnet [YAG] posterior capsulotomy) in the study eye.
Previous therapeutic radiation in the region of the study eye.

History of corneal transplant or corneal dystrophy in the study eye.

Significant media opacities, including cataract, in the study eye that might interfere
with visual acuity, assessment of safety, or fundus photography.

Any concurrent intraocular condition in the study eye (e.g. cataract) that, in the
opinion of the investigator, could require either medical or surgical intervention
during the 96 week study period.

Any concurrent ocular condition in the study eye which, in the opinion of the
investigator, could either increase the risk to the patient beyond what is to be
expected from standard procedures of intraocular injection, or which otherwise may
interfere with the injection procedure or with evaluation of efficacy or safety.
History of other disease, metabolic dysfunction, physical examination finding, or
clinical laboratory finding giving reasonable suspicion of a disease or condition that
contraindicates the use of an investigational drug or that might affect interpretation
of the results of the study or render the patient at high risk for treatment
complications.

Participation as a patient in any clinical study within the 12 weeks prior to Day 1.
Any systemic or ocular treatment with an investigational agent in the past 12 weeks
prior to Day 1.

The use of long acting steroids, either systemically or intraocularly, in the 6 months
prior to day 1.

Any history of allergy to povidone iodine.



Known serious allergy to the fluorescein sodium for injection in angiography.
Presence of any contraindications indicated in the FDA Approved label for
ranibizumab (Lucentis®; Genentech Inc., South San Francisco, CA).

Females who are pregnant, breastfeeding, or of childbearing potential, unwilling to
practice adequate contraception throughout the study. Adequate contraceptive
measures include oral contraceptives (stable use for 2 or more cycles prior to
screening); 1UD; Depo-Provera® (Pfizer, Inc. New York); Norplant® System
(Pfizer, Inc. New York) implants; bilateral tubal ligation; vasectomy; condom or

diaphragm plus either contraceptive sponge, foam or jelly.



APPENDIX 3: Summary of Statistical Analysis

The primary endpoint analysis was chosen to preserve constancy with the ranibizumab pivotal
trials”® and was non-inferiority of the intravitreal aflibercept treatment regimens to ranibizumab
in the proportion of patients maintaining vision at week 52 (losing <15 ETDRS letters, per
protocol data). Prespecified secondary efficacy variables compared baseline and 52-week data
regarding: mean change in BCVA; gaining >15 letters; change in total National Eye Institute 25-
Item Visual Function Questionnaire (NEI VFQ-25) score; and change in CNV area on FA.
Anatomic measures included retinal thickness and persistent fluid as assessed by OCT. Mean
change in BCVA was also assessed in data pooled between the studies.

The full analysis set (FAS) included all randomized patients who received any study
medication and had a baseline and at least one post-baseline BCV A assessment. The per protocol
set (PPS) includes all patients in the FAS who:

1. Received at least 9 doses of study drug and attended at least 9 scheduled visits
during the first year;

2. Had not missed two consecutive injections before administration of the 9th
injection (per patient); and

3. Did not have major protocol violations.

Sham injections were counted as doses administered for the purpose of defining the PPS.
The PPS included patients who discontinued the study because of treatment failure, without a
major protocol deviation, at any time during the first 52 weeks (even if they met points 1 and 2
above). These patients were considered non-responders for the primary endpoint analysis.

A non-inferiority margin of 10% was chosen to preserve ~61% of the ranibizumab effect
for prevention of moderate vision loss (loss of <15 letters) demonstrated in MARINA study,’
using the two confidence interval approach. The non-inferiority for the primary endpoint was
assessed by a pre-specified hierarchical testing sequence to control the overall type I error with
the sequence of intravitreal aflibercept 2g4, 0.594, and then 2g8 as compared with ranibizumab.
If all intravitreal aflibercept groups demonstrated non-inferiority to ranibizumab for the primary
endpoint, additional comparisons to ranibizumab were prespecified regarding the secondary
endpoints, also using a hierarchical testing sequence in which each secondary endpoint was
tested for superiority of intravitreal aflibercept over ranibizumab. For the primary endpoint



analysis, a margin of 5% was used to determine clinical equivalence. To control the 5% (4.9%
for VIEW 1) overall type I error for all these assessments while maintaining a 5% significance
level (4.9% for VIEW1) for the primary comparisons, the hierarchical testing procedure was
used. The order of testing was pre-specified in the study protocols. It was also agreed to by the
U.S. regulatory agency that, for the primary endpoint analysis, a margin of 5% could be used to
determine clinical equivalence.

Sample sizes were determined assuming that 90% of patients treated with 0.5 mg
ranibizumab or with intravitreal aflibercept would maintain vision, and defining the non-
inferiority margin to be 10%. In VIEW 1, 191 patients per group per study were estimated to
provide a 90% power to demonstrate non-inferiority assuming a two-sided alpha level = 0.049.
In VIEW 2, 190 patients per group were estimated to provide a 90% power to demonstrate non-
inferiority assuming two-sided alpha level = 0.05. To account for dropout or per-protocol set
ineligibility rate of 30% and to ensure sufficient number of patients for safety assessment, 300
patients per group were planned.

The primary analysis (using last observation carried forward under pre-specified
conditions) was conducted on the per protocol dataset and comprised a hierarchical sequence of
evaluations of non-inferiority of intravitreal aflibercept arms to 0.5 mg ranibizumab to control
the overall type | error. The hierarchical sequence of comparisons was: 294, 0.594, and then 2q8.
95.1% confidence intervals (VIEW1) and 95% confidence intervals (VIEW2) were estimated for
the difference between ranibizumab and each intravitreal aflibercept arm in the proportion of
patients who maintained vision. Intravitreal aflibercept was considered to be non-inferior to
ranibizumab if the confidence interval of the difference lay below 10%, where a positive
difference favored ranibizumab.

If all intravitreal aflibercept groups demonstrated non-inferiority to ranibizumab,
additional comparisons to ranibizumab would be made with respect to the secondary endpoints
in a hierarchical sequence of analyses (Appendix 4). The comparison between 2g4 and Rg4 in
the primary endpoint was made, and only if non-inferiority was demonstrated at the 5% level
(4.9% for VIEW 1), or 95% confidence interval (95.1% CI for VIEW 1), the analysis moved on
to the next comparison between 0.594 and Rg4 at the 5% level (4.9% for VIEW1). Otherwise,

the testing procedure would be interrupted and no subsequently formal statistical testing could be



performed. If all aflibercept groups demonstrated non-inferiority to ranibizumab for the primary
endpoint, additional comparisons to ranibizumab were performed on the secondary endpoints,
also using a hierarchical testing sequence in which each secondary endpoint was tested for
superiority of aflibercept over ranibizumab at the 5% level (4.9% for VIEW 1). Each secondary
endpoint was tested using the full analysis set (all randomized patients who received any study
medication and had a baseline and at least one post baseline BCVA assessment), using last
observation carried forward. Analyses of proportions were conducted using Pearson’s Chi-
Square test (in VIEW 1) and the Cochran-Mantel-Haenszel test adjusted for region (in VIEW 2)
for the pairwise comparisons of 294, 0.5g94, and 28 to Rg4. Analyses of continuous variables
utilized analysis of covariance with a main-effects model with baseline measure as a covariate
and treatment as the main factor. Region is included in the model as an additional factor in
VIEW 2. Statistical analyses were conducted by Regeneron Pharmaceuticals, Inc and Bayer

Healthcare.



APPENDIX 4: Hierarchy of Statistical Inference for Secondary Endpoints

The secondary endpoint analyses were tested for superiority of Intravitreal aflibercept over

ranibizumab. The hierarchical sequence of statistical hypothesis tests utilized for control of

multiplicity was as follows:

10.

11.

12.

Intravitreal aflibercept 2q4 compared to ranibizumab relative to mean change in BCVA
as measured by ETDRS letter score from baseline to week 52.

Intravitreal aflibercept 2904 compared to ranibizumab relative to the proportions of
patients who gain 15 or more letters of vision from baseline to week 52.

Intravitreal aflibercept 2q4 compared to ranibizumab relative to mean change in total
NEI-VFQ-25 score from baseline to week 52.

Intravitreal aflibercept 0.5q4 compared to ranibizumab relative to mean change in
BCVA as measured by ETDRS letter score from baseline to week 52.

Intravitreal aflibercept 0.5q4 compared to ranibizumab relative to the proportions of
patients who gain 15 or more letters of vision from baseline to week 52.

Intravitreal aflibercept 0.594 compared to ranibizumab relative to mean change in total
NEI-VFQ-25 score from baseline to week 52.

Intravitreal aflibercept 298 compared to ranibizumab relative to mean change in BCVA
as measured by ETDRS letter score from baseline to week 52.

Intravitreal aflibercept 2908 compared to ranibizumab relative to the proportions of
patients who gain 15 or more letters of vision from baseline to week 52.

Intravitreal aflibercept 298 compared to ranibizumab relative to mean change in total
NEI-VFQ-25 score from baseline to week 52.

Intravitreal aflibercept 2g4 compared to ranibizumab relative to mean change in CNV
area from baseline to week 52

Intravitreal aflibercept 0.5q4 compared to ranibizumab relative to mean change in CNV
area from baseline to week 52

Intravitreal aflibercept 2q8 compared to ranibizumab relative to mean change in CNV

area from baseline to week 52



"Alqiuow qewnziqiuel bw g0 = yby ‘Apms Ayledouney anegeiq uswieal] Aple3
=S¥l ‘Aunde [ensiA Ps1dall0d-158g = YADG ‘$9sop Ajyluow [eniul € Buimojjoy syuow g A1ans Bl g = gbz ‘Ajyiuow Bw g = bz ‘Ajyuow Bw G0 = ybg 0

(u) 05 ‘a8m18q J0

(¥8) (96) (ToT) (¥0T1) (r11) (soT) (6€T1) (so1) 0/02 40 (WADQ) Ainde [ensia
%G'L2 %t'ZE (G4 %L'SE %6'LE %6 7€ %L S %G V€ P83034402-3$80 YHM uollodoad
(1) (L1) (6) (91) (12) 1) (€2) (L1) (u) 9% ‘s4em8] SHALT
%6'Y %L'S %6'C %S'S %0°'L %L'E %9'L %9'S 0¢ < Sutures uonsodoig
(0G2) (9v2) (Tve) (0g2) (ove) (s€2) (¥Se) (ove) (u) 9% ‘s4am3)
%L.'T8 %T'E8 %0'8. 9%0'6. %L'6L %T'8L %9'€8 %68 SAALH 0 < Sutures uontodoad
(9) () (€) (@ (6) () () (6) (U) 9% ‘s43m3]
%9'T %L'T %0'T %L'0 %0°€ %0'T %0'T %0°€ SAALH 0¢ < Sutso] uon.rodoag
sjulodpus Auojeaojdx3
90€ 962 60€ 162 T0€ T0E v0€E v0€ (38s sisAfeue |In) N
gbg vbg'0 bz by gbz vbs'0 bz vby

1d048qI[}V [eaJlARIU|

gewnziqiuey

1d3048qI1}V [eaJlIARIU|

gewnziqiuey

¢ M3IIA

T M3IN

syutodpug AUNdY [ensiA [euolippy 'S XIAN3IddV




(0]

'sasop Ajyiuow [eniul € Buimoljoy syauow g A1sns Bw g = ghz ‘Ajyiuow Bw g = ybz ‘Ajyqiuow Bw g0 = ¥bg 0
188 sisAjeue ||n4 ‘ased panJesqo,
*AydesBowoy 8oua18Y02 [e21IdO UO PIN|Y [BUIIBI-QNS PUE BLIBPS [eul}al-eaul I11SAD JO 80uasqe Se paulyad,

(U) 9% ‘(ZMIIA pue TMIIA
(6€5/59¢€) %229 | (L2S/8TE) %E09 | (8SS/v0v) %v'e, | (LES/EEE) %029 pauIquiod) pajeabalul
(PLe/L6T) %6'TL | (992/0LT) %6'€9 | (v22/022) %E08 | (892/29T) %v 09 (U) 9% ‘TMIIA
(592/89T) %¥'€9 | (192/87T) %295 | (¥82/v8T) %8'v9 | (692/TLT) %9'€9 (U) 9% 'TMIIA
gbg vbs'0 vbe vbs'0
1d20.43qI1|}V [eanineIU| qewnziqiuey

4(S15ATeUY 20U-150d) 2§ 89/ 18 jeunay A1a yum siusied Jo uonuodold ‘9 X1ANIddV



1T

‘SOILIADY >._O | —
IAL Hm_Dmm )
el O%\_MCO_H 9
13101d MU_U Y I} 1U9
_ : A dd N : A9 95 - =
v \_®>Um HCQ@_O
Wwo-1usW
leall \v

8 A19A9 Sw
N @QN anOO M
14 AIoAd Sw
G0 ‘Syeam 'S
t K100 Sw oM f A1oA0 3
T Je paldjsturuape MH G'() 16 patdsIuIwy
: gbz 1doo1aqre n._wwm @w%&E=N~Q~EﬂM.%~®
- 013 OO.HOQL. ; Anpoadsar ¢
Iye ‘pbg 3dao 1 1oom
RQIPYV 9
. . HOZ

(%S't)
Iy -
©%0°S) 97 05 ST |46
©49°0) %€ 9 %6°€) T
€€ ! 6" (%9
T (%€°9) %6'7) S 09'Y) 1
¥) 8¢ 91 I @6 (%T
(%7 1) 8€ (%92 8 (%0°€) 6 ﬂoo ) Sl ?\ow L) T
: 00" ’
T ©0%) 21 MS 3y 02 O 03 o@s. € paseatour ainssaid
Vesrily | 0SSl Ooch eI ool R R
(%8v) v (%¢€°¢) 01 A%@.@ 4! ?om.vv ¢l ?\o .ov 61 $94a Ut uonesuos & SuonESHSIAU]
Vespirr | el %9°C) L1 A el HESUos 7bod UHioiod
(%¥'L) L9 (%9°L) €T Aoam.vv Sl A%.m.mv ol @&.D cc Agpedopnoey
%S 1) 89 49°9) 02 (%9°9) L1 %€°S) 91 ’ om.@ 91 PoseaIoul o uone)L 9Ky
%0°6) T8 (%€9) 61 (69L) £z Gi0e) 6 M\ ol IRUIE TEO0E]
T T L A e T
(%S 6€) %6'9) 12 (%06'8) LT %9'8) 9T 9°9) 02 1 yuomsyd [eu
g 09¢ R @0 (%60 (%6°L) DW@S,COEQ Nod
%8 L) 189 oTEP) 1€1 09'L) €T D ge ©%9 L pao Y [BUDoY
%6 (%S°6 (%T€D) %9'8) 9 npaT ATINoE [En
CCEpIE] | Peeerj0el | %o o T Gason e PONpe) oy ITIA
(© (%L€L) vTT %6'5€) 601 06°01) €€ (oEIap Snoam
%0°9L) 26 (%L €L) (%b'LY) A
’ (%S'8L) 8€T ¥ec | (%€8L) wE: SIo)e uwed 289
. €C oge O[J snoal
I16=N) (%epL) 9T (0 Yooy e VA
- 000G L) [eanounfuo
paurquio (€0€=N ’ 8¢CC . )
D gbz ) F0E=N) ( (%6'08) 97C S19pI0SIp A
ybs0 y0€=N) IB[NOQ Y CY
s pby (F0E=N) [ 1S9 18 )M SIU; pms ur gyaL
IFV [6911A b oped jo 1o
AU oS0 0°C] UOISId quInN|
ISIDA VHd
qeuwr w PIIN
nziqiuey sse[) uesiQ .-—.“o.ﬁ Pa.LIdJAI]
um%w .%.-NE_.—&

uediQ wd
ISAS Aq s
Jyuaned Jo o
: %S 1583
T ¥e ul SULLINIDQ 4 (o siskeuy 432
okq Apms oy ur s JUS) WAL Pa.LIdja
ISAVAL 1® d puess
—:Qo .M .—w—U
MAIA "1 9
IqeL

. pue JSIdA
PV U3
wy-
J-jusunesl], JIemdo
_wox put 1Ema0 SJUIAT ISIIAPY
3L XIAN
AddV



4}

L) N
M%w. Dol
e o) € (%07) 9
% €) 6T %L 1) 0"
(%L 911 (%€ ; ?ch.mv 8 ©
%D 1 %z€ L ot OL %L '0) T
sC D11 DI 0€'€) (%9° 0
@A% 2K42 %0D € D %6 mW - 0 99
VoL €1 %t 1) LY 06'¢) T %0°€)
Ao\oowvm%ﬁ Aﬁxuwm.vmﬁvv@mﬁ AMM\QQMMNVV L AANH\wN: 6¢ AAAXVM.VV mmﬁ oSEasIp Xn[Jol [ .
(%€ 14 06'¢) Tl 0€°0) %l a3eyd
D1e (%€0) %¢ ] L1) TS 053001
L ! oSS Ly %9'F) (%€ 158D
€ (%€ . b1 o€l €0
@@.Ew Hm AAx_A% oL M.xvo.mv 9 (%6°01) €€ @cm.vvvmﬂ s thﬁo
(%61 %ﬁ Aﬁm.mﬂwﬁ @& oo va 9 MXR.S z (%S €D T pIOSIp [eUlS Bcwﬁ:az
AHX_O. LY 09°¢) 11 o\o@Nv SUo - 101}SBD))
) 81 (°0°¢) (%S © 8 0 neorduw woIsm
Amxum 6 0 Wﬁv LY A_OMV Ao\ " . 00 [eIn . uo)
D1z %070 0" R 1l 091 S pa301d
%9 9 00'1) € %T €1 (%€ pue Sul e
) ¥T (°02) (%9 o (017 0€'9) 61 yoepe d tuostod ‘Ax
0" © 9 09 1) S (%9°1) (%¢” JANELIR) : nlu
€L %€ €) %0 S 11) S¢ STIURISUBIL I
ot 4 01 00°€) 6 %€0) ORS suei]
61) 9L (%€ %€ L o£1) ¥ ssaur
% ! O L 00 L (%00 (%€ 1zz1q
D1l %8°61) (%9 £0¢)9 ot'l) ¥ s12 e
et 09 099 11 (%ED) ©0° pIOSIp W PEOH
Del (%L 0) b iy 0D € paseal 29545 sn
(%S i C ob61) 6S %0°€ (% RN 0AION]
s G o) L E—
6 I 00 1) € %9°1) S %01 08" . T Ea10 U} poolg
DLI (°%072) (%0 o 3 Sl) 8 u 19101d 9
%z 9 0709 %0 1) %¢ e et
£) 6T (%£77) (%€ 0 5 0€0) L pasea uLmn ure
O Ve L €D ¥ %91 00 eERENER 1010
¥) 0% (%9°¢) (%0 S 118 007) 9 on[3 po
(%9° © I 00'1) € (%91 %0 org
) Tv %9°S) (%9 © S 001 € Suones
%L C L1 09€) 11 %E0) %9 NE3NSaAU
p) £ %€ %9 © L 09Y) b1 s I
(OAE © el 69°€) 11 %€°7) (©%0° mRed
6) € %6'S) %6 © L 00'¢) 6 s1)
AHXVN. 8 S1 06 ._uv Sl \o@muv AQ " [BIIA ST . ﬁm%@
mmV 70¢€ A.Xu@wv AQO Ao Cl 09 Nv 9 1)LIOJUQ0I
o 9¢ 09'Y) ¥1 %0 7) 71 OA) - 1sen)
7€) 0 (%6°L) %9 %9 o1 uownau
(%0°L) ¥L9 ﬁ (%9°€€) Mmﬁ Aﬁw.owvvﬂ QMWWW £l SE:EM
(%9°€L) %915 € a0 el spIsnuIg
a £ce 96 09'L) € wono SIIGoUo
paurqu ( 1€C €Tl 17081 A1 13081 AreuLl
Iquop €0€=N) (%¥'ZL) ojexrdsar Hom. n
8bz (b0 = 0zz | (%0 SIIBUAT dn
€=N) %0 suor eydo
LL) v e1so SEN
ybg: o = 14 JUl pue
dad1qiyy 0 cm&l N) Ie[no Suonodju]
° |4 0-
[eaniaenu] Yot Gcw =N) uou | 1589 J& I
| AU " % wu—ﬁmﬁﬂﬁ 10 H®m<m.ﬁ
qewnzy €] UOISIIA qunN
quue vid
A w PN
sse MQ,H
D uesiQ wo ﬂf.ﬁ.«e q
ISAS %hNEmhnﬁ

DOW m_m>
Iskjeuy £33
%mmv wJa
1 palie
sse|D ueb
10 walsk
W \AO_ mwcw_um& .._O O\
bC 1Sk
Jeul bul
1IN0 5
Jv3iLie
[N>Q-uo
N T A
HIA'T?
1qel



€T

(%0
@w % D6
Aﬁm.: Ll (%€
C v) 6¢€ © Dy
AR %L 1)
Ac\c@.vv Sy TWO vv 1 TXUOS ¢
WD) 0T e e A
(%t © o) ¢l 0" ) 1 (%0 ¢
! (%€°L) 2 o G5
(© w 090 o 0)1 6’ 9
%t © 8 %9 $6°9)
A 9) 8¢ %0°7) 9 (%69) 12 AAXUMMWVﬁﬁ AHXVOS~N
%6’ 3
@&. 0)8 (%gL) Te (%01 (%6° v (%£9) 6
T s s R e
@,M.: el (%99 %ES) 91 (%01 € (%T'L S1opiost o_mmoaoM
o¢ Dy %0 ) 0T (%0° 0 )T SI S Ip o1ne
(%9° I %60 00T (%9 9 Ise JURYS
7 ; DH 40 NW ) @&.wvv : 979) 02 L0 poy P b&ésﬁ&zmm
618 00'C S YL 10 it Ln
?\cw.ov vL OFa) 9 ©L0) NN Am\oh 07 (%€°9) adsun pue Q%Mmoéo _ e [205
@&.ow o iU Mﬁm.: y mwm.@ 9l @t o JueuBew Tom 5 L
0 T . 0 . . 3
(%T'1) r8 (%9°9) < e\é K © 09’1 S %z Dy S [e1 uS1uaq § 1540 Jour
(%91 1 (% 6) mN M\oc.wv 9T QW €Dy QMNOD (44 JS uonens dydpod mEmeoom
©%0° Sl %0 ¢ %69 00D 00'1) € Hensi wops
0 50 1) Y12 6 3 0" pe pu . 0
%6 090 00°0) I RS S tponssn 8 Ip [e1oUo
0] D¢ © 9 %6 4 7S noou 0
AR LT (%0 € 0/4€" 06'6) 6) 6T INO yse
1'7) 00'1) 0 Dy L 0¢ (% qns X
%t 61 (%€ 3 %S 6) %L"0) © 8) ST u pue u
01) 0€0) L © 6C @0 < %T oneIpk IS
(AR S6 (%€ %9 09'1) 1)+ SI BT eI pAYd
I'1) €0 © [0S (%6 s (%0’ 3 opios [w3L[O. ftoere d
e el 6105 %91 :66) 0 e i odk
1) 119 © ) S (%€ ¢ %9" nIyn [0yo1 H
R a Ol € %L 0 0€'T) © O11 u pue 2dk
) 0)C T )T (%9 14 A st H
) ST o S (%9 14 B 1O
%0 £) LT 0" L (%9° %€ ) 097 8 s SIopI 1adk
) 0'€) 6 © DE AT %0 5D At oot H
%S 601 (%L %€ 1) 0T 11) © 09 'p AdoyIe Ip TENOS
Dbl (%S ¢ (%0 L4 (%0 43 %9°€) uon Areuor °A
69D S AM\MOm.C 1y Aﬁx”%mmvv 2 ?\cm.%w : Gse .WCMW oseosIp Ax WHMWWQE E:NW
pour =N) %0'7) 9 © .C 3¢ (%€ S %9 1) pIOSIp [& AT woosmmw_ubwo
1quio)) (0c - @\@.: c A @.mw 01 ) S Tepaw 15q0 o100 a
o N) A 00D € o7 o.:om Am\é.@ m S 1t bgw me
POE = (%0° °8°LT) ‘A1oyer
= d
amoohwa— .v@m. Zv Nv 9 AAXVO.MV 14 =T snu 1dsaYy|
1JV [6d1 0 (rog = (%0° 4 pIOSIp on: mEEtnost«ﬂ
JAe.nuy VWN Zv A—u : 3 SSI) QAU QSQ vwwwo
. u 1
WM ~N) 02 PE an_waftm
m.z _Dvﬂmoﬁﬁ
qewnziq . nosg:mgwmsz
Iqr ° .
ey €] UOISIIA éwsfﬁow
ssep) uesi WA, cwwuo-z
O wIysk 19914
§ Arewr
LiJ




14"

"S9IUAIDY Alo1enBay Jofieuondiq [edIPaN = YHAPSIN ‘JUSAS 3sIaApe 1uabiawa-luawiealy =3y3l

"S0OM 4 K19AD S G*() e PAIdISIUIWPE qewnziqiuey] "A[9A10adsar Sjoom|
{ AI0AQ SW 7 pue ‘Syoam  AIOAd W G'() ‘Syoam § A10A9 S 7 Je pasdsiurupe gbz 1deoroqrye ‘pbg ) 1deoroqige ‘pbz 1deoroqigy :910N]

(%81 91 (%970 8 (%0°1) € (%9°1) S (%€ 1) ¥ 03019 A
(%97 ¥ (%9°¢) 11 (%07 9 (%€ L (%€ L SIopIOSIp YuLIAqe| pue Jed|
(%9°1) S1 (%07 9 (%00 9 (%0°1) € (%00 9 BTWIOBUY
(%T¢) 6T (°%0°¢) 6 (%9°%) t1 (%07 9 (%€°¢) 01 s19pI0SIp w)sAs dneydwA] pue pooyg|
(%977 tT (%0°¢) 6 (%0°¢) 6 (%07 9 (%D ¥ AZ13][e [eUOSEAS
(%T¥) 8¢ (%€°9) 91 (%6°¢) T1 (%€°¢) 01 (%970 8 SIOPIOSIP WISAS dunuuu]|
(%0°1) 6 (%0°1) € (%9°1) S (%€°0) 1 (%00 9 BIuwIosuy
(16 =N) (£0€ = N) (H0€ = N) (H0€ = N) (H0€ = N) 0°¢T UOISIDA VIAPIIN
pauiquio) gbz vbs 0 bz vbs 0 W9.L pa-L1oja1d
SSE[D UBG.I() WIISAS ArewiLl]

1dadaaqIyy [eaniAenuy

qewnziqruey




ST

"S9INIAIDY A101eINH3Y Joj A1euoidiq [edIP3N = YHAPSIA ‘1UdAS9SI9ApRIUSbISWS-1uUdWIeal) = Jy3L

*SJUAQ JOW 10 duo pariodar

Juaned o J1 9oU0 paJuNod sem Judnied e ‘woneZLIBWILINS 103[qNS JO [9AI] YOI 1Y "SYOIM  AI0Ad W G'() SB PAIdISIUTWIPE qeuinzIqruey “A[oAndadsax
‘S[0aM § AIOAD I 7 puB ‘S9M  ATOAD W G'() ‘SY09M § A19Ad S 7 se pasdjsturwupe gbgz idooroqrge ‘b () 1dooraqiye bz 1dooraqiyy 030N

(%1°0>) 1 0 0 0 0 (2%€0) 1 paseaour ainssaid Jenooenuy
(%1°0>) 1 0 0 0 0 (%€0) 1 SUONBSNSIAU]
(%1°0>) 1 0 0 0 0 (%€0) 1 PAISISIUTWPE ASOP J03LI0OU]
. ) suonedr dwod
(%1°0>) 1 0 0 0 0 (%€0) 1 .
reapasoad pue Suruostod ‘Amfuf
(%S$°0) 9 (%€°0) € 0 0 (%0°1) € (%0°1) € sniueyydopug
(%$°0) 9 (%€0) € 0 0 (%0'1) € (%01 € SUOIJE}S9JUI PUB SUOLIFU]
(%T0) T (%1°0) 1 0 (%€0) T 0 (%€°0) 1 JIeo) [eunoy
(%1°0>) 1 (%1°0) T (%€0) 1 0 0 0 1ed) [erjoyids juowdid reunay
(%20 T (%1°0) 1 0 (%¢€°0) 1 0 (%€°0) 1 BUAPIO [BUIIY
(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 JUSWIYIBIOP [BULY
(%1°0>) 1 (%1°0) 1 0 0 (%€0) T 0 UOIRIDUIZIP [BUNIY
(%1°0>) 1 (%1°0) 1 0 (%£°0) 1 0 0 o[oy Je[noey
(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 SR
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 LA
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 BUWOONE[S 2INSO[d d[3UY
(%€°0) ¥ (%C°0) T (%L°0) T 0 0 (%L°0) T ey LIOWaRY [BUloY
(%¥°0) S (%€°0) € 0 (%L'0) T (%€°0) 1 (%L°0) T PodNpar AJnoe [ensip
(%9°1) 61 (%¥'1) €1 (%0'1) € (%072 9 (%E DY (2072 9 SIOPIOSIP 9AY
. . . . . . JUIAH JSIOAPY
(%1°2) 9T (%8°1) 91 (%0°'1) € (%072 9 (%€ L (%€°¢) 01 qons auo 1580] 72 Qs syuanyed J0 10qUITN]
° uoIs.I?d 9
(S1ZI=N) (116=N) (£0=N) (F0£=N) (F0£=N) (F0£=N) O b1
eloL, paurquio) 8bz vbs0 vbz vbs0 sse]D ueS10 waysks Arewig
1da2a3qIV [BIIIABIU] qewnziqruey]

(39S sis[euy £)9jeS) ULId |, PA.LIdJAIJ PUE SSe[) U3I() WIISAS
ArewiLid Aq 94T ApPN)S JO SJUIAT ISIIAPY JUISIIUWI JUIUIIBAL], SNOLIIS JB[NIQ YIIM SJudNIed Jo Jdquny T AAATA °€ 2I1qeL



(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%T0) T
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%20) €
(%20 €
(%€0) t
(%70 T
(%t'1) LI
(%9°¢) v

(%€91) 861

S1Z1=N)
[e10],

oo O o O

(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%20 T
(%T0) T
(%70 T
(%70 T
(%1°1) 01
(%T€) 6T

(%S°ST) TP1

116 =N)
paurquio)

91

S OO oo o oo

(%€°0) 1
0
0
(%€°0) 1
0
(%€°0) 1
0
(%€°0) 1
0
(%€°0) 1
(%€°0) 1
0
(%L0) T
0
(%€0) 1
(%L1 S
(%0%) T1

(%891) IS

(€0c=N)
8bz

0 0
0 0
0 0
0 0
0 0
(%€°0) 1 0
(%€0) 1 0
(%€°0) 1 0
0 0
(%€°0) 1 0
(%€0) 1 0
0 0
0 (%€°0) 1
0 0
(%€°0) 1 0
0 0
(%€°0) T 0
0 0
0 0
0 (%L0) T
0 0
(%€°0) 1 (%€°0) 1
(%€0) 1 0
(%L0) T (%0°1) €
(%9°¢) 11 (%607 9

(%¥'91) 0 %z €D o

roc=N) roc=N)
¥be0 ybz

1dadaaqIyy [ednIAeu

(%€°0) 1
(%€°0) 1
(%€£0) 1
(%€£0) 1
(%€£0) 1

S OO oo oo oo

(%€°0) 1

S O o O

(%0 1
(%€°0) T
(%L0) T
0
(%€ L
(%6t) SI

(2%8°81) LS

roc=N)
¥be0

qewnziqruey

SSQ0SQE [B1010S
snIsukreyd
uonodyur Jun|
SpimonILsAl(g
UuonodJUI PIJR[AI 1A
UONOOJUI [RIIA
SIIUOINAU JR[NqUSI A
[e119)0Bq UOII0JUI Joe1) ATBULI)
BIWORIOJOR( [BI0020[Ayde1g
[esuny spIsnuig
SpIsnurs
yooys ondog
snLydouo[oAd
eruownaud 1eqo|
UO0N09J Ul Joe1} AJRULIN BIYILIOYISH
siIpIEdOpUY
SOI[0D S[IOLJIP WNIPLOSO[T)
uonosful [eIpLISO[D)
[eL19108q SOLIMY
uonooJuI JoBI) ATRULI()
SI}LIO)UO0IISED)
R Ie)
spIyouolg
BIUOWINAUJ
SUOIJBISOJUI PUB SUOIOJU]
JUOAY 9SIOAPY
1[ons QU0 ISBI] T8 Y sjudnied Jo JoquinN
0°€1 UOISIOA VIAPIN
UL I, PALIRJAI]
SSE[D UBG.IQ WIISAS ArewiLLJ

(39S sisf[euy £)9jeS) ULId |, PALIJd.Id

pue sse[) uedi() WINSAS A1l A( SJUIAT ISIIAPY JUISIOWH JUIWIBIAL], SNOLIIS IB[NIO-UON YIIM S)udned Jo JoquinN ‘I AAAIA ¥ dqeL



LT

(%1°0>)
I .
(%1°0>) 1 Mm\s_.ov I o
(%1°0>) 1 AN 0 0 0
W7 (%1°0) 1 %€"0) T
@& 0)¢ (%20) T 0 C ° (%€0) 1 0
%C°0) € (ez (%€0) 1 %€0) 1 0 0 erwoeyna| onkooyd
(%T0) T Aoo Ou [4 0 0 (%€ 0 mEOQS.HNQ.h qdwA] omwory)y
%2 0) C L : (%L0) T GE0) 1 0 19152 EIOINEOIONDUOIE
0 .
(%L'0) 6 %w&m 0 wEEN N (%€0) 1 2§£Mﬁ:8§2%8m
0L'0) 9 : %E0) . 3o0uBd Ojers
CAN (%0°1) 0’0) 1 o/ o 0 1501
Ao €) 8¢ (%1°€) 8T o 3 (%5°0) 1 M%M%~ 0 IO0UED 91BISOIJ
0/ T" 0 0 REeh)
A Hwi.ovv I 0 W0'¢) 6 (%€€) 01 ¢ (%0°1) € BWOUIOIRD [[90 quEm:Mmo sealyq
61°0>) 1 0 0 (%0°€) 6 o UD[S JO PUIOUIOED | 1 Joppele
(%10>) 1 0 0 E'E) 0T (sdKjod pu 1565 pou snourenbs
(%1°0>) 1 0 o 0 0 0 (%€0) 1 pue quw:mmm o [our) peyyroadsun
©e105) 1 A ML oW I 0 0 w 966°0) | wpIvo %.s - quaon_ swserdoaN
0/ 1 010 - R[NOLIIU
IR TR 0 > (%£0) €01 R R
(%1°0>) ol’0) 1 (% (%€0) 1 ° [ [1ej oeIpIe
) ! (%1°0) %€ 0) 1 0 0 SjqeIsun eu )
Garo>) 1 (OAR ﬁ (%€0) 1 0 0 0 eIpIeok omH un euLsuy
AAXL.OVV I Aco Ov I 0 0 0 ~.~05.® {oe} Je[noLnus A
(%T0) T A,w Lol %€0) 1 *%€0) 1 0 0 HPIHA APTIOLAMOA
(%1'0>) 1 o W 01 0 0 w 0 o IpIcORYoEL
(%T°0) T QYD .ov ! 0 0 (%¢" 0 uozuquEo% § SULS IS
AAXVMOVV ﬂ o~ Ov ﬂ AAXMOV ﬁ 0 Ov ﬁ AQ . QM ®>Tw> ﬁw.ﬁ.:z
o AAXLOV 0 o 0 (33 Ov 1 snquioayl 9 .
(%1°0>) 1 AL ! 0 (%€0) 1 0 uoIsnyo00 £ i
Ao\nLOVv I %1 Ov 1 AQ k 0 0 AQ - . I9)1e .%.HMQO.HOO
o o (%1°0) 0€°0) 1 (%€°0) 0€'0) 1 101
(%20 T ©470) ! 0 0 0 I 0 B OBIPIE))
M&huov 8 Aﬁx” v.wv M 0 ( o (%£0) 1 0 Mﬂao\mggm
WL 0)6 (%L0) 0 @om.ov ﬁ (%€0) 0 Cis0o1s oA Aoy
A\ohOv 8 AQ - 9 AAXVPOV z %€ Mv 7 ! 0 DEOH@.C\Am A1 [eA oLI0Y
AAXVWOV O~ om. Ov @ AQ O AAXUO ﬁv m O AQ m v QOSO U010 ®u50<
(%S°€) (%6°0) 8 s (%L"0) (%€0) 1 oty noxejul [eIpIeooKw ojn
oS Th Gor %0'1) € 0L 0) ¢ (A (%0°1) € aswosIp A oy
%%1°0>) 1 (rOST | (%9°0) (%0'D) € oe0)! (%L 0) ¥ Aiane Aeuolod
0 0 11 ©c€) 0 (%L°0) T ?o . 4 UONIBJUI [RIPIBIOA
(S121=N) (16— 0 ; I 467) L @x& 0¢ 2A1}Sa3U00 oIn[Ie} om_cSE
[e30 =N 9y - Ipred
e pauiquio) (80£=N) (bog = : owm.wv ﬂ uouE[LqY [ELY
3 0N | G0EeN) SISPIOSIP JeIpIE)
ybz (#0€ = N) . snipreotad e
phs o 0'E1 UOISIOA VAAPIN
ULI3 [, Pa.L1dja.dd

s
Se[D) uegI() WI)SAS AlewLI

1dad
JIQIJV [ed.IABIIUT
qewnziqrue
Iqruey



8T
(%L 1) 1¢ (%8°1) 91 (%07 9 (%€ ¥ (207 9 (%9 1) S I1ed

. . . . . . suonedrdwos
(%00 vT (%170 61 (%97 8 (%91 ¢ (%077 9 (%91 S [exmpaood pue Suruosiod ‘Amfuy

(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 uorssardwod pi1od [eurds
(%1°0>) 1 (%1°0) T 0 (%€0) 1 0 0 Ayredoreydoousd arjoqeisy
(%10>) 1 (%1°0) 1 0 0 (°%€0) 1 0 UOI}DIBJUI [BIGAISD JIWABYDS]
(%1°0>) 1 (%1°0) T 0 (%€0) 1 0 0 UOT)OIBJUI [BIGAID))
(%1°0>) 1 (%1°0) T 0 (%€0) T 0 0 aeyLIoWoRY [B1GA1D))
(%1°0>) 1 (%1°0) 1T 0 0 (%€0) 1 0 sIsoquoay} A19)Ie [2IqOI0))
(%1°0>) T (%1°0) 1 (%€0) 1 0 0 0 I0pIOSIp doue[Ry
(%T'0) T (%T'0) T (%€0) 1 (%€°0) 1 0 0 o5eyLIOWaRY prouydeleqng
(%T0) T (%T0) T 0 0 (%L0) T 0 SISOU)S AI9)Ie proIe)
(%€0) ¥ (%¢£°0) € 0 (%L0) T (%€0) 1 (%€°0) 1 adoouAg
(%£0) ¥ (%40 ¥ (%0°1) € (%€0) 1 0 0 JUSPIOOE IB[NISBAOIGRID)
(%L°0) 8 (%6°0) 8 (%€0) T (%9'1) S (%L'0) T 0 YOBHE JIULYDSI JUSISURL,
(%1°7) 9T (%L'T) ST (%07 9 (%€ €1 (%07 9 (%€0) T SIOPIOSIP WAISAS SNOAIDN
(%1°0>) 1 0 0 0 0 (%€0) T uoneloiod mowmn .
(%1°0>) 1 0 0 0 0 (%€0) T BWIOUIDIEO0USPE [293RYd0SI0
(%1°0>) 1 0 0 0 0 (%€0) 1 jueusijew wsejdoou Sung
(%1°0>) 1 0 0 0 0 (%€°0) 1 euSifew wsejdosu onedoy
(%1°0>) 1 0 0 0 0 (%€0) T ewIoy)uEX0IqYy [2o1dK)Y
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 BUWIOUIDIRD [[90 [BUOLISUBL],
(%1°0>) (%1°0) 1 0 0 (%€0) 1 0 19oUeDd [ISUO],
(%1°0>) 1 (%1°0) T (%€0) T 0 0 0 120uEd PIoJAY L,
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 JUSLINOAI 190UBD pue[3 AIBAleS
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 BUIOUIDIED 99 [eUay
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 I90uEd prowdIs0109y
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 Al 93818 I00ued JUn [[99 [[BWS-UON
(%T0) T (%1°0) T 0 (%€0) T 0 (%€0) 1 BUWOUR[OW JUBUSI[R]A]
(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 wsejdoau Jun-
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 eIuIoRYNO |
(%1°0>) 1 (%1°0) T 0 0 (%€0) 1 0 120UBd UO[O))
S1zr=N) | (116=N) (£0€ = N) (H0E = N) (H0E = N) (H0E = N) O oy horoad
L2LNY pauiquo) bz ¥bs 0 bz ¥bs0

sse[) uega(Q WwaIsAS ArewaJ

1dada3qIyV [ed.IARIU]Y qewnziqruey



61

(%T'1 :
0T D ST (%T1) 11 (%eD v ©40°1) .
. 00" € (%€ D) ¥ .
(%1°0>) 1 0 0 0 (%eD ¥ SIOPIOSIP
(%1°0>) 1 0 : 0 0 060 1 [BUnSEBIPOW puE d1oBI0Y) ‘AI0jeNdsay
. 0 .
(%1°0>) 1 0 0 0 0 (%£0) 1 UOI1ONI)SQO [BUNSIU]
(%1°0>) 1 0 0 0 0 %50 1 SPIOYLIOWRH
(%1°0>) 1 (%1°0) 1 (%€°0) 1 x 0 (%€°0) 1 PAISOIS SHLISED
(%1°0>) 1 ©%10) 1 ° 0 0 0 0 . d4jod oruojo)
(%1°0>) 1 ©e1°0) 1 o)1 0 (%€0) T 0 9ZBULIOWARY [BUNSIIUIONSES JOMO']
. 0
@i.ovv I (%1°0) 1 0 0 0 0 SN[
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 BIUIOY STYRIH
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 5 EIZ0Y00JeWATH
(%1°0>) 1 ©01°0) 1 0 (%€°0) 1 0 0 oseasIp xnjjar [eageydosaoonsen)
(%2°0) T 01°0) 1 0 oo ! 0 0 0 JIOPIOSIP A)[IIOW [BUNSIUIONSEL)
AAXL.OVV I TXL.OV 1 0 AAXVM.OV I 0 qum.ov I J90[N J11SBD)
(%1°0>) 1 ©1°0) 1 0 (%€°0) 1 0 0 93eyLIOWaRY 190[N [RUIPON(]
(%1°0>) 1 ©10) 1 0 (%€°0) 1 0 0 BOOYLIBI(]
Aﬁx&..ov z ©420) 2 G0 (%€°0) 1 0 0 uonednsuo)
(%€'1) 91 (%T1) 11 0001) € G 0 (%€0) 1 0 SILABYSI SI[O)
(%1°0>) 1 0 ; %€ 1) ¥ (%D ¥ (%91 § SpLISeD)
(%1°0>) 1 0 0 0 0 ©c0) I SIOPIOSIP [BULSAIUIONSED
(%1°0>) 1 (%1°0) 1 (%€0) 1 i 0 (%€0) 1 omyoey eutds
(%1°0>) 1 (%1°0) T 0 0 0 0 QINJORIJ [RIQIJIOA Jequun |
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 (%€°0) 1 0 aimoeyy quif 1ddn
Gol0>) 1 IO (%€0)1 . 0 0 K[l Wyeiq ofwiane:
(%z0) Z (%1°0) 1 o 0 0 0 BWIOJEWIARY SN0AUEINIGNS
(%1°0>) 1 ©10) 1 e 0 (%€0) T (%£0) 1 SICERNEIUN
(%1°0>) 1 ©1°0) 1 0 0 0 0 amjoeyy siqng
(%2°0) C (%7°0) 2 ©560) 0 (%€0) 1 0 9ATJONLIISQO ‘BIUIAY [BUOISIOU]
QXUN.OV 4 QXUN.OV z 0 0 I Aﬁxum.ov 1 0 0 QInoeI) INWo
. 0, .
(%£°0) ¥ (%£0) € (%L°0) T Mos ol (%€0) 1 0 ImdEY Ry
AAXV._V.OV S AAXV._VOV b 5 Aok.MOv I 0 Aaxvmov I QIMoel) snIswny
(SI71 = N) (1162 ) A %6L°0) T (%L°0) T ©6°0) 1 BUWOJBWIARY [eINpqng
- €0€=N) (bo€ = ormoexy d
[ejoL, P0€ = N) - J diH
paulquio) gbz pbe0 Qe_mw| N) (H0€ = N) 0°ET UOISIDA VHAPIN
¢ vbs 0 WL ], PA.LIdJAI]

sse[) uega(Q WwaIsAS ArewaJ

1d3213qIV [B.DIABU]
qewnziqruey|



0¢

(%1°0>) 1 (%1°0) T (%€0) T 0 0 0 BUWIOJRWORY IS 1211
(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 BIUOYISY
(%9°0) L (%L0) 9 (%L0) T (%L0) T (%L0) T (%£°0) 1 ouS UOESIIE pu %E%W wﬁwﬁw
(%1°0>) 1 0 0 0 0 (%€°0) 1 uorsuajodAY o1eIsoylI0
(%1°0>) 1 0 0 0 0 (%€°0) 1 amydni wsAmoue onI0y
(%1°0>) 1 (%1°0) T (%€0) 1 0 0 0 d13eyLI0WwaRY YOOUS
(%1°0>) 1 (%1°0) T 0 0 (%€°0) 1 0 wsAmaue K1o1re [e1aydiog
(%1°0>) T (%1°0) 1 0 (%€0) 1 0 0 UOISN[O20 AId)IE RI[|
(%20) € (%1°0) 1 0 (%€°0) 1 0 (%L'0) T uoIsualedAH
(%1°0>) 1 (%1°0) T (%€0) T 0 0 0 SISOII[OSOLIONY
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 SISOU)S ONIOY
(%T°0) T (%1°0) 1 0 0 (%€0) 1 (%€0) T wsAINdue d1LI0Y
(%T0) T (%T0) T (%€0) 1 (%€0) 1 0 0 sisoquioayy utdA doag
(%TD ¥l (%0°'1) 6 (%€ D ¥ (%0°1) € (%L'0) T (%9'1) § SIOPIOSIp IB[NISBA
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 onuaedA[30dAy yooys
(%1°0>) 1 (%1°0) 1 0 0 (%€0) T 0 uonLnnuey
(%T0) T (%1°0) T 0 0 (%€0) 1 (%€0) 1 erwoe[eodAH
(%1°0>) 1 (%1°0) T 0 (%€0) 1 0 0 erwdeeyIadAq
(%1°0>) 1 (%1°0) T (%€0) 1 0 0 0 [o1u0d denbopeur sm[[owW sARqeIq
(%1°0>) 1 (%1°0) T 0 (%€°0) T 0 0 smIjew sateqeIq
(%T0) T (%T0) T (%€0) T (%€0) T 0 0 uoneIrpAyaq
(%€°0) ¥ (%€°0) € (%€°0) 1 (%€°0) 1 (%€°0) 1 (%€0) 1 erwoeneuodAy
(%6°0) 11 (%0'1) 6 (%0°1) € (%0°1) € (%0°1) € (%L0) T SISPIOSIP UOHLINU PUE WSI[OQERIA
(%1°0>) 1 0 0 0 0 (%€°0) 1 yoene ovoudy
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 aanyrey K1oreridsay
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 sisoiqyy Areuowng
(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 wsioquid Areuowng
(%T0) T (%1°0) T (%€0) T 0 0 (%€0) 1 uonendse eruownaug
(%1°0>) 1 (%1°0) T 0 0 (%€0) T 0 UOISYJD [RINS[J
(%T0) T (%2°0) T (%€0) 1 0 (%€0) 1 0 spIuownNaUJ
(%L°0) 6 (%8°0) L (%L'0) T (%L'0) T (%0°1) € (%L'0) T aseasip Areuownd 2A1ONNSGO JTUOIYD)
SITI=N) (116 =N) (€0€ = N) (b0 = N) (b0€ = N) (b0 = N) 0°E1 HOIIA VAAPIN
I paurquio) gbz pbgo pbe pbg0 ol po iRl d

sse[) uegaIQ WIIsAS ArewlJ

1dada3qIV [edIARU]Y qewnziqruey



(%1°0>) 1
(%1°0>) 1
(%€£0) t
(%1°0>) 1
(%1°0>) 1
(%T0) T
(%1°0>) 1
(%T0) €
(%€0) t
(%1°0>) 1
(%1°0>) 1
(%T0) T
(%1°0>) 1
(%1°0>) 1
(%S$°0) 9
(%1°0>) 1
(%T0) T
(%20) €
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%2°0) €
(%C0) T
(%1°0>) 1
(%1°0>) 1
(%1°0>) 1

(%L°0) 6

(%1°0>) 1
(%1°0>) 1
(%1°0>) 1
(%T0) T

S1Z1=N)
[#10],

(%1°0) 1
(%1°0) 1
(%C0) T
(%1°0) 1
(%1°0) 1
(%T0) T

0
(%€0) €
(%€0) €

0

0
(%1°0) 1
(%1°0) 1
(%1°0) 1
(%€°0) €
(%1°0) 1
(%T0) T
(%€0) €

oS o o o

(%1°0) 1
(%1°0) 1
(%1°0) 1
(%1°0) 1

(%¥0) ¥

(%1°0) 1
(%1°0) 1
(%1°0) T
(%1°0) 1

I16=N)

paulquio)

T¢

(%€0) 1 0
(%€°0) 1 0
(%L'0) T 0
(%€£0) 1 0

0 0
(%€£°0) 1 0

0 0
(%€£0) 1 (%L'0) T
(%€°0) 1 (%L0) T

0 0

0 0

0 0

0 0
(%€°0) 1 0
(%€0) 1 0

0 (%€°0) 1
(%€£0) 1 0
(%€°0) 1 (%€£°0) 1

0 0

0 0

0 0

0 0
(%€°0) 1 0

0 0
(%€£°0) 1 0
(%€°0) 1 0
(%01 € 0
(%€°0) 1 0

0 0

0 (%€°0) 1

0 0
(€0€=N) Foe=N)

gbz ybs o

1d3213qIV [BIIARU]

oS o o o

(%€°0) T
(%€°0) T

S o oo o

(%€0) 1
(%€°0) 1
0
(%L'0) T
0
(%€£0) 1
(%€°0) 1

S oo oo

(%€°0) 1
0
0

(%€0) 1
0
(%€°0) 1
0
(%€°0) T

Foc=N)
ybz

0
0
(%L'0) T
0
0
0
(%€°0) 1
0
(%€°0) 1
(%€°0) 1
(%€0) 1
(%€°0) 1
0
0
(%0°'1) €
0
0
0
(%€°0) 1
(%€°0) 1
(%¢€°0) 1
(%0°1) €
(%€0) 1
0
0
0

(%9 1) ¢S

0
0
0
(%€°0) 1

#Foc=N)
ybs-0

qewnziqruey

JIOPIOSIP O1OYIAS]
9Je]S [RUOISNJUOD)
SIOPIOSIP OLIBIYIAS
paseaour anssaid poojg
pasealour 9s0on|3 poolg
Suone3NSoAU[
0110210 SNNo[E))
9JNoe dIN|Ie] [BUY
SIOPIOSIP ATeULIN pue [euoy
SISOQUIOIY) UIOA [B}0J
Quo3s Jonp I[ig
SISEIYII_Io0YD
J1UOIYD SYIISAII[OY))
snnsAs9[0y)
SIopIosIp Areljiqoyedoy
OSBISIP S,QIOIUSN
OSIIIOA
SIOPIOSIP YIuLIAqQe] pue Jeyq
sisay)sijojApuodg
SILIYLIR0)SO [euldg
SIsoud)s uwn[od [eurdg
SILIYIIBOISO
s1souds [eurds Jequn-]
uorsnnoid oSIp [eI1qalIAAIIU]
UoNEBIUAZIP OSIP [BIGIIIAIIU]
ured yoeqg
SI9pJOSIP
ONSSI) QAIIOAUUOD PUE [BI[ONSO[NISNIA
BIXAIA]
ured 1S90 OBIPIBI-UON
QWOIPUAS [eMBIPYIIM SNI
ured 3s0y)
0°€T UOISIOA VAUPIN
IRER I ERREIERE |
sse[) uegaIQ WIIsAS ArewlJ



[44

"S9INIAIDY A101eINH3Y J0j A1euoidiq [edIP3IA = YHAPRINIUDAS 9si9Ape Jusbiswa-juswiea) = 3y3L

"SJUQAQ 2IOW 1O QU0 parodar

juaned oy J1 90U0 pajunod sem judned € ‘uonezLrewuns Jusned JO [AJ] YoBO 1Y "SY0OM f AIOAD SW ¢'() St palelsIuIupe qewnziqruey ‘A[eAnoadsar
‘S0oMm § ATOAD FUI 7 puUB ‘Soom  AI9Ad TW G°() ‘SYOaMm § A10A9 Swr 7 se pardsturupe gbz 1dosaqrpye ‘pbg (o 1desroqiye ‘pbgz 1deoroqiy 910N

(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 9[00038KD)
(%1°0>) 1 (%1°0) 1 0 0 (%£°0) 1 0 SIOPIOSIP 1SBAIQ puB WsAs oAnonpordoy
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 UONBULIOJ[BW SNOUSAOLIDLIY
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 SIOPIOSIP d1AUSS pue [BI[ItUE] ‘[eIIuafu0))
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 BILUSRUY
(%1°0>) 1 (%1°0) T (%€0) 1 0 0 0 S10pI0sIp wsAs oneydwA| pue poorg
(%T'0) T 0 0 0 0 (%L0) T soBueyp sme)s [eIUSIN
(S1IZI=N) (116 =N) (€0€=N) roe=N) (r0€ =N) roe=N) el :c_mﬂwoéwﬂwe%
e pauiquo) 8bz vbs 0 bz vbs 0 L poiodad

SSE[D UL3I() WIISAS ATewWLI]

1ddd2a3qIV [Rd.pIARIU]Y qewnziqruey



€C

*S911IAIDY A1018|N6B3Y 104 AleuondIg|edIpaln = YHAPSIA 2USAS 3s1aApe Jusbiawa-1uswieal) = 3y 1

*dnoi3d pourquod 3dadraqipye oy ur Kouonboiy £q 10pI0 FUIPUSISIP UI PAJIOS QI8 SULID)
POIIOJAI] "SYOM § A10Ad T G°() Je paIdIsIuIpe qewnziqruey "A[oAnoadsar Sjoom § A10A0 Sw g pue ‘syoom
¥ A10A9 S G() ‘SaM  A10Ad S 7 je paroysturwupe gbg 1dooraqipye ‘4bg () 3daoraqipye ‘bz 1dooraqiyy 010N

(269°¢) €¢ (%€ L (%0°¢) 6 (%S9 LT (%89 11 UONBISUITIP [BUY
(%L °€) ¥€ (%67 6 o) €T | (2%67€) TI (%7°9) 81 erwoeIodAy renoQ
(%t'v) o (2%67¢) TI (%0 t) 2l | (%T9) 9l (%T'S) ST 108IE)ED)
(%9°1) T (%6'1) ST (%07¢€) 6 (28°6) 81 (%196 JUSWIYOBIOP SNOdDIA
(%6t) st | (%691 (%19 ST | (%89)8I (%TS) ST wnryda
0 0 0 0 0 juswSid [eunal Jo jusuIyoridq
(%6°S) ¥S (%61) ST (%19 ST | (%8L) T (%S9) 61 paseaxout aanssard Te[nooenu|
(%€°8) 9L (%89) 1T (%¥L) 7T | (%L 01) €€ (%¢€°6) LT ured oAg
(2%8°8) 08 (2%8°6) 0€ (L L) €T | (%L8) LT (%6°L) €T UONBIDUIZIP JB[NORBIA
(%7°6) ¥8 (2%88) LT | (%101)0€ | (%L'8) LT (260°01) 62 98RULIOWRY [BUNOY
(%001 16 | (%86)0¢ | (%STI) LE | (%8L)¥T (%6°L) €T a8eyLIowaey [eARouUN(uo)
(%01 €6 | (LoD €€ | Cor 1D ¥E | (%897 | (%%6'9) 0T paonpar Aymoe [ensiA
(%0°65) (%6°19) (%6°99) (%¢€°89)
6€S 061 691 081 (%279) 181 SIOpIOSIp dAYg
(%$°29) (%S+9) (%€°19) (%8°19) .
: 2K9 Apmis IeINO0 AU
LS 261 781 161 (%€ 19) L8T ( pms) AVAL Te v
(%) u (%) u (%) u (%) u (%) u
* oIS )
(€16=N) Los=N) L6z=N) | (60€=N) (T67=N) et wis 1 %M&&mﬁz
paurquio) gbz ¥bs:0 ybz ¥be0
SSe[) uedI(Q) WIISAS ATewLlf
1dadaaqIgV [Bda.nIAeU] qeuwnziqruey|

(39S sisA[euy A395es) dnoan

JuduIRALL, AUR UI S1U11RH Y} JO 9, ()°S< UI SULLINIIQ) AT APNIS Ay} Ul STVAL 18O ‘T MATA °S dIqeL




144

(%
T
Aﬁwﬁww vL
©45°8) 96 s D)
R e
© D6 (7 )91 ORS
OAS ) 8¢ (%0° € %1 s¢C
(% 01) ¥6 @oo 1) € (% .8 81 (OAR
Qow.s 91 A&W S) LI A%M .wv v bx;.wv IS4
0C'0) 1D © 0£0) 7 L) ¢ ©
ol 0¢ (%0°C S¢ %0°%) ! oL 00 [4 %2'S)
© £ ve 00 )9 %8 4l %0 €€ %0 ve
%8 11) @w. )¢ ?\w.wv 9z Aax_o.s S Aﬁm.D 44
@ 801 09°€) 1 o DS 7K 06 © 6) LT pue
?\oo.s c (WL'T ! Aocv.@ = AM\B 0D €€ @A;.O : 2108107
fw.m. 57 - Des | (o 005) 6 @@”: c @&d T qoﬂﬁo:&a
& D6 © L0 T %11 @&. L eom 6) L STopI -
AQ . [ oL’y I kuoﬁv AAXVB. 0% LT S SS9 [nose
A oLY) € @é.w Sy %x&.@ € A 1D 9¢ Aﬁm.vvv 8 TOpIOSID wZziq A
%S S e.S %t €l Ip wi> o
o€ €T (%6°C AMW 1) ve @%.S 14 (%L°0 sy 1o m:oomvmo
0 ° . 1%
Ac& " I mﬁv oy AXVB._VV AAY Nﬁv oy AQoﬁ. Nv 9 OAT ~wTw.H£ o
AQW 9) 8T (%¢€°7) o il A o€ L ?Yo.v BIY [10OUU0D - ured Moﬁ<
096 L 081 %S’ 0€’0 pu pi eq
, D 6L (%9 0L D s¢ 0S9) 0 @é.: 0€ e [0 osp an
(%' 1) Ao\om.mv 8 %L'0) T (%S 4 D€ wvwo_so ssn
©; fl 61) 19 (%L @ °1) 8% (%17¢) S1op U e
%S 1) (%9 o 4 %6 01 OST 820 oA
(%00 14! 09°1) § Aém.wa © 06 01D c% _mmwmosbﬂﬂ
ot 81 OAR . S¢S %6'€ %L € JSII T U108
¢ 0 (% z % 1y ar E
Aﬁm.vv < ?X.o.ﬁv 4 W) S Aﬂx;u.omﬂ oL'1) S ¥o0[q 1e IJ [eL0Y D
ot ) 6€ (%6 ) S (%0° N €9 (%€ [noLI 90139
7'9) 67) 3) (%0 ( 0) o P
(%C €0) 8s (%¢°¢) 6 (%0°7) ) 01 € ﬁw.v:ﬁ oAEM 1opIOST A0V
o) U %l VoL D) 8 s.h os 0109
(€16 = ot s 3) o P 40'1) e
pau N) © cIc 69" T 065" I (% € su poo
qu %) U © 70 0 v) 01°€) 10 one 1d
) (Log b6 L9 G " 6 en) A1 3nso
wvﬂ N) (0 9) 90T (%€ ) ¥l (% DL oyend: uonos, AUT
HQ (4 A kvv u AQ B MNV e Ao o.—qu uo 1asar .HOQMQ@
1 L6T = 08y L %9 L 190 d
aqr =N L)1 © ) Jul SI n
v —u—u . ) Ac\ €T %%G" Y4 11081 .aﬁm%
—ﬁohaﬁwm 0 Aﬁc cv u AN ONV LL ) ATeur &)
lAenuy M&n N) Amov 181 mﬁEos%D
‘ terr suone S s
”Zv 11e)soJuI NﬂQOm 1
QQEVUM.O AVAL h pUE SUO BN
nziquu 0€ B e
uaey s 1 uor uou A 1
N IS u
3 \4
D ues W A VY
10 wo PA.LID, AP
154S »%& d
TeWILL
Hd

(€5

w m—m.\ﬂ

ISA[eu
\4

K
J9)e
Q) dn
0.19)
Judux
Jedl

1 Au
B ul

I SJuUdl

ned
Y
Jo o0 < U
1 S
LLIND
20
sq
va
LIe
[ndo
-0
N *
(N
AIA
-9 3]
qe

L




S¢

SSNIAIDY AI01B|NDayY 10} ATBUOIDIQ [BJIPSIN = VUAPSIN TUSAS SSISAPE JUSDIoWsS-JUSWIBaN} = JvL

‘dnois pourquiod

Akg-de1], JOAA oy ur Kouonbayy £q 10p10 SUIPUIISIP UI DOS YOBd UIYIIM PIJIOS QI SULI) parojard

‘dnoi18 pourquoo aAg-de1] JOFA oy ur Aouonbaiy Aq 19pI0 SUIPUSISOP UI PAIIOS dIe (SHOS) SOSSe[d uesdIo
WOJSAS "SYOIM { AIOAQ SW G'() I8 PAIISIUTWIPE qRWNZIqIUERY "A[9ANDdsal oom § A10Ad SW 7 pue ‘Syoom

¥ A10A9 W G() ‘SYaM  A10Ad S 7 je paroysturwupe gbg 1dooraqipye ‘4bg () 3daoraqipye ‘bz 1dooraqiyy 00N

(%172 61 (%€ L (%L7) 8 (%Dt (%129 eluauy
) . ) . ) SI3IOSIP
(%0°¢) LT | (%€ ol | (%0P) Tl (%9°D § (%8°¢) 11 worsAs oneqduwA] pue poolg
(%1°1) 01 (%L0) T (%077 9 (%9°0) T (%L0) T eIRdA[310dAH
(%8°1) 91 (%€ L (%L0) T (%€ L %P 1) ¥ SII[[OW $212qRI
} . . ) ) SI3PIOSIP
(%r'9)8s | (%s'L) €T | (%r'S)9l | (%1°9) 6l (%1'v) Tl UONLIU PUP WSOQEIS
(%1°¢) 8T (%91 S (%1°S) ST (%970 8 (%L 8 erxoIkd
. . . . . SUONIPUOD IS UOHRNSIU
(%0 v9 | (wTy) el | (%8'6)6T | (%l'L)TT (%T'9) 81 -WPE PUE SIGPIOSI [LIOUD)
(%01 6 (%L0) T (%Dt (%0°1) € (%1€ 6 11ed
(%8'L) (%3°%) (%8'%) (%8°<) (%59) suonedrdwod jempasord
%8°L) 1L %8'8) LT %8°8) 9T %8°G) 81 %S$°9) 61 pue Surmosiod Amfuy
(%€ 1) TI (%0°1) € (%¥D) L (%9°0) T (%Y L y3no)
SIOPIOSIP [eUNSBIPAUT
(%) u (%) u (%) u (%) u (%) u ]
€16=N) | L0E=N) | 6T=N) | (0£=N) | (1627=N) RLTOPIA VHAPIN
pourquio) gbz pbso bz pbs-0 L PoL19Jo1d

1dadaaqIy [ednAeUY

qewnziqruey]

sse[) ueda(Q) WIISAS Arewllg




9¢

" SAIMAIDY Alolenbay 4oy Areuondiq [edIpa = YHAPSW

"SJUOAQ 210U J0 duo parrodar jusned oy Ji
90U0 PAUNOD sem judned e ‘wonezuewwuns Judned JO [9AJ] [oBI 1Y "SYOOM { ATOAD S ¢*() 18 PAId)STUIUPE qRUUNZIQIUERY A[OAT}OdSAI S[oom
§ AI10Ad 3w 7 pue ‘Syoom { AT0A0 W G'() ‘SPoM § A19Ad Swu 7 Je pasdjsturupe gbz 1dosaqrpye ‘¢bg () 1desroqige ‘bz 1desroqiyy 910N

(°%2°0) T (%%7°0) T (%€0) 1 (%€0) 1 0 0 pasearour aanssaxd re[nooenuy
(%T0) T (°%Z°0) T (%€0) 1 (%€0) 1 0 0 Suone3INSIAU[
(%1°0>) 1 (%1°0) 1 0 0 (%€£0) 1 0 Teos Je[noejN
o1 o 1 o suonedrdwod
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 [eanpaoosd pue Surosiod ‘Ainfuy
(%L0) 8 (%8°0) L (%9°1) S (%€0) 1 (%€0) 1 (%€0) 1 padnpar AJmoe [ensip
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 Ayyedorayids juowSid [eunay
(%70 € (%20 T (%€0) 1 (%€0) 1 0 (%€0) 1 183 Teroyyida judwsid [eunoy
(%¥0) S (%P0 v (%€0) 1 (%€0) 1 (%9°0) T (%€0) 1 93eyLIOWdRY [BUNY
(%2°0) T (%10 1 0 (%€0) 1 0 (%€0) 1 JUSWYIBIAP [BUNIOY
(%1°0>) 1 0 0 0 0 (%€0) 1 UONJBISUSTIP [BUNIY
(%20 T 0 0 0 0 (%L0) T uonedyoedo s[nsdes 101103504
(%1°0>) 1 (%T1°0) 1 0 (%€0) 1 0 0 d0Y Ie[NOBIA]
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 UOIBIdUSTIP JB[NOBIA
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 1840 Je[NORIA
(%10> 1 0 0 0 0 (%€0) 1 ewoeydAg
(%1°0>) 1 (%T1°0) 1 0 0 (%€0) 1 0 JIeaonu joeIeje)
(%1°0>) 1 0 0 0 0 (%€0) 1 [8911100 JorIRIRD
(%7°0) € (%20 T (%€0) 1 0 (%€0) 1 (%€0) 1 108IR1RD)
0 0 o 0 0 0 .
(%27 LT (%07 81 (%97 8 (%€ v (%6°1) 9 (%1°¢) 6 SI9pIOSIp AKY
. 3 B . . . SJUDAD om.5>©m &ozw
(%¥7) 6T (%27 0T (2627 6 (%L'1) S (%6'1) 9 (%1°¢) 6 70 510 1589] 12 YMSIUBNEd JO JoquINN
(%6001 pozI=N | 7200V (%001) (%001) (%001) (%001) 0°E1 UOISIDA VAP
€16=N LOE=N L6T=N 60€=N 167=N LIRCY R CRRCICRE |
&)oL paurquo)) gbz bs o bz ybs o SSe[) uedIQ WIISAS ATewLIg
anwoh®£m=< ~No.5m>ﬁ.5=~ QNESNMQMENM

(39S sIsATeuy £)9jeS) WL ], PALIdJa1 puUeE sse[) uediQ
wR)SAS ATeWILIJ Aq AT APN)S JO SJUIAT ISIIAPY SNOLIIS JUISIIW-JUIWBALL, J8[NIQ) YIIM SJudned Jo JdqunN ‘7 AAATA “L 21qeL



LT

(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 SEYN
(%1°0>) 1 0 0 0 0 (%€£°0) 1 1opIosIp duesquiow druedwA
(%T0) € (%1°0) 1 0 (%€0) 1 0 (%€0) 1 SIOPIOSIP YIULIAQe] PUE Jef
(%1°0>) 1 (%1°0) 1 0 0 (%£°0) 1 0 eIPIEOAYO.) Je[nOLyuaAeIdNg
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 SHIPILILID
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 suonended
(%1°0>) 1 (%170 1 (%€°0) 1 0 0 0 BIWIQEYDST [BIPIEIOAIN
(%L0) 8 (%L0) 9 (%0°'1) € (%0°1) € 0 (%L0) T UOTJOIBJUI [BIPIBIOAIA
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 oseasIp A1d)e A1euoso)
(%1°0>) 1 (%1°0) 1 (%€£°0) 1 0 0 0 ASUSIOIJNSUI JB[NISEAOIPIED)
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 aIn[rey oeIpIE)
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 isoLIe deIpIe)
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 350[q Je[NOLIIUSAOLIY
(%1°0>) 1 (%170 1 (%€0) 1 0 0 0 layny ey
(%S$°0) 9 (%¥'0) ¥ (%01 ¢ 0 (%€0) 1 (%L'0) T uone[[Lqly [eLy
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 A10)12 AIBUOIOD SISOIS[ISOLINY
(%T0) € (%T0) € 0 (%€0) 1 (%€0) 1 (%€0) 1 s110309d euISUY
(%z0) ¢ (%170 1 (%€0) 1 0 0 (%€0) 1 UOLOTEJUI [BIPIEOOAU dINOY
(%¥'0) S (%S°0) S (%€0) 1 (%L0) T (%9°0) ¢ 0 SWOIPUAS AIEUOIOD SN0y
(%97 1€ (%87) 9T (%9°¢) 11 %r0) L (%97 8 (%L1 S SIOPIOSIP JBIPIED)
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 eruadonnau 9[11qQd
(%T0) T (%70 ¢ 0 (%€0) 1 (%€0) 1 0 BILOBUY
(%T0) € (%€0) € (%€0) 1 (%€0) 1 (%€0) 1 0 s10pIosIp woysAs oneydwA| pue poojg
. . SJUIAD omuo\/ﬁm Qoﬁm
oy TD LET | CATTD T | () ge | (pszD) L6 | (%L'11) 98 | (%6'8) 92 |  Jo 90 1sea] 1e gim syuoned Jo 1oquinyg
(%001) (%001) (%001) (%001) (%001) (%001) 0°€T UOISIDA VIAPIN
POTI = N €16 =N LOE =N L6T=N 60€ =N 167=N UL |, PaLIdydId
®10L, paurquo)) gbz ybs o bz ybs o sse[) uedi(Q) WIISAS ATewiLlf
ameoh@n:—h< [eajiAeuUY qewnziqrueyy

(39S sIsA[euy £})9JeS) ULID], PILIdJdIJ pue

SSe[D) Ue3I() WIISAS ATewILId AQ SJUIAT ISIIAPY SNOLIFS JUISIIWF-JUIUW)BAL ], JB[NI0-UON YIIM SJUdNEJ JO JdqunN ‘7 AAATA "8 21qeL




8¢

(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 SISEIYIL[A[OYD)
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 oo snnsAdR[oY)
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 snnsAd910Y )
(%T0) € (%€0) € 0 (%€0) 1 (%9°0) ¢ 0 s1op10sIp Arerjiqojedoy
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 erxoIkq
(%70 ¢ (%10 1 (%€0) 1 0 0 (%€0) 1 [esoydiiad ewopo
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 uonounj[ew ad1A(J
(%70 ¢ (%10 1 0 0 (%€0) 1 (%€0) 1 UONEIO[SIP 1A
(%1°0>) 1 (%10 1 0 (%€0) 1 0 0 yreaq
(%z0) € (%1°0) 1 0 0 (%€0) 1 (%€0) 1 ured 3s9y)

. . mﬁoﬁ%ﬁoo
(%L°0) 6 (%L°0) 9 (%€0) 1 (%€0) 1 (%D ¥ (%0°1) € 9)IS UOIEISIUTWIPE PUL SIOPIOSIP [IOUSD)
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 UOTONINSQO [EUNSAUI [[eS
(%T0) € (%z0) € (%€0) 1 (%€0) 1 0 0 oJnoe snIjeaIdue
(%1°0>) 1 (%170 1 0 0 (%€0) 1 0 93eULIOWORY [BUNSOIUIONSES JOMO]
(%1°0>) 1 (%10 1 (%€0) 1 0 0 0 uone1oj1od ounsoyur A5Ie ]
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 UONONINSQO [RUNSA)U]
(%z0) € (%€0) € (%€0) 1 (%€0) 1 (%€0) 1 0 eIuIoy [euIngug
(%T0) € (%z0) € (%€0) 1 (%€0) 1 0 0 QAISOID STLIISED)
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 SLIsen
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 J1oo[n oLysen
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 [RUISAUI WNJNOIIOAI]
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 uonednsuo)
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 sHIo0D
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 e[Sy [euy
(%€°1) 91 (%8°'1) 91 (%072 9 (%07 9 (%D ¢ 0 SIOPIOSIP [eUNSAUIONSBD)
(%001) (%001) (%001) (%001) (%001) (%001) 0°€1 UOIS.IDA VIAPIN
P0TI =N €16 =N LOE =N L6T=N 60€ =N 162=N WL, PRI

[ej01, pauIquo)) gbz ybs o bz ybs o SSE[D Ue3I() WIISAS ArewiLIg
1d32a3qIgV [Bd.pIARU] qewnziqruey|




6¢

%wswoovvv m M”_xéow I i 0 0 (%€£0) 1 (%€£0) 1 U000 UT 1081} AIBUTI()
@J.ovv ﬁ %1°0) 1 (%€0) 1 0 0 0 yooys andag
A%ﬁovv ﬂ . ov : o 0 0 (%€0) 1 UooaJuI 1081} A10jeidsay
@\J.ovv _ A cé.ov I (%€0) 1 0 o 0 UOII00JUI PUNOM 9ATIRIdd0)SO]
A %_.ovu ﬁ ?\i.ov I 0 o (%€0) 1 0 [820000wnaud BIUOWNAU]
Q.va ﬁ @é.ov I 0 (%€0) 1 o 0 UOTJOJBJUT [BIGOID)
A%N. v Ao\&.ov I i o o (%€0) 1 0 BWIOPAO Urelg
?o 1 vﬁ %0b 1) €1 (%0'1) € (%L°0) T (%97 8 (%L°0) T SIOPIOSIP WISAS SNOAIIN
A%Wwwv I v ov i o 0 0 %0 1 SNITAOIOU STILIOJUS0I)SBD)
@J.ovv I A oé.ov I m\om.e I 0 0 0 SILIOYUA0L)SED)
qm:vv w %1°0) 1 (%€0) 1 0 0 0 s1sdos BIYOLIYISH
@o:vvv ﬁ 0 0 0 0 (%€0) 1 ISEIET G|
owm.e ] . ov ] 0 0 0 (%£°0) 1 K1uaskg
@m AU %C°0) T (%€0) 1 0 (%€°0) 1 (%€0) 1 spIyouoIg
@om.: N . .ov . o 0 o (%€0) 1 snipuaddy
m.\ D m_m_ ﬂ \%o 08 0 (%D ¢ (%170 9 SUOIIISOJUI PUE SUOTIOJJU]
§~°~ o m\&M: (%001) (%001 (%001 (%001 0°€1 UOIS.IDA VIHAPIN
a= 16=N LOE =N L6T=N 60€ =N 162=N WL, PALIdJRI]
[e101, pauiquio) gbt ybs o vbz ybs0 sse[) uediQ wdIsAg Arewrig
1d3daaqIpgV [Bd.pIABU] qewnziqruey




0€

(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 o8eyLIOWaLY PUNOA
(%z0) € (%T0) € 0 (%L0) T 0 0 armoeyy quui Lddn
(%1°0>) 1 (%170 1 0 0 (%€0) 1 0 eUIOjewoRy [eINPNS
(%1°0>) 1 (%10 1 0 0 (%€0) 1 0 oseq paInjoely [
(%T0) T (%T0) T (%€0) 1 0 (%€0) 1 0 JUSPIdOE dLyJel) peoy
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 2Imjoel snipey
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 uonedr[dwod [empedsoid 1sog
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 UOIS3[ SNOSIUSJA
(%1°0>) 1 (%170 1 (%€0) 1 0 0 0 2INJoRIJ [RIQOJIAA Jequin']
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 eUIOjewoRy [eINpqns
(%1°0>) 1 (%10 1 0 0 (%€0) 1 0 oseq paInjoely [
(%T0) T (%T0) T (%€0) 1 0 (%€0) 1 0 JUSPIdOE dLJel) Peoy
(%1°0>) 1 (%170 1 0 0 (%€0) 1 0 2Imjoely snipey
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 uonedr[dwoo [empedsoid 3sog
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 UOIS9[ SNOSIUSJA
(%1°0>) 1 (%170 1 (%€0) 1 0 0 0 2INJORIJ [RIQOJIAA Jequin']
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 2INORIJ qUII| JOMO]
(%1°0>) 1 0 0 0 0 (%€0) 1 Anfur yutof
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 Aanfuy
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 Amfur peay
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 SISOQUIOI]} JJBID)
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 QIMJOBLY INWS |
(%1°0>) 1 (%170 1 0 (%€0) 1 0 0 QIMOBLJ JOJU [BIOWD
(%z0) € (%1°0) 1 0 (%€0) 1 0 (%L0) T 11ed
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 uoIsmuo)
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 uoISSNOU0))
(%1°0>) 1 (%10 1 (%€0) 1 0 0 0 oInoelj 1AL
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 92133p puodas suing
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 2IMoeRL SUY
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 JUSPIOIY
o o) o suonedrdwod
GeeD) o1 | (%D ¥ (%07 9 %) L (%g0) 1 (%L'0) T [enpaooxd pue Suruosiod “Kmnfug
(%001) (%001) (%001) (%001) (%001) (%001) 0°€1 UOIS.IDA VIHAPIN
YOI =N €16 =N LOE =N L6T=N 60€ =N 162=N LR I ERREICR: |
%10, paurquo) gbz ybs o bz ybs o SSE[D Ue3I() WIISAS ArewiLIg
amoohwnm—m< [ea.j1Aevajuy qeunziqruey




T€

(%1°0>)
[CAS I (o
%1 0>) %1°0)
(CAE 1 © [ (o
%1°0>) 1 0%1°0) [ %E'0) T
CARSE! (%10 1 0 0
T 0 %£0) 1 0
0, .
(%1°0>) 1 410 1 M m @mov w
AQ . 0€0) 1 I
(%1°0>) I o) (%£0) 1 0 0 8%588 [20 SNOwe
Mﬁ_.ovv i M§.9 I Mﬁm.e I 0 %€ 0) 1 Skl oszém
0/ 1" 0/ 1" 0/ C* (031
A%ﬁvovv ! AAW M.OV I %E0) 1 0 0 wEoEBMooo:ao Sﬁm\,%
LN DN 0 ; . ] e
%1°0>) 1 %ot 0) ¥ 0 0 0 0 e wseldoou 3 O
©%10>) %1°0) (%€0) 0 (%E°0) 0 payoadsun i
AQ - I AQ . I I AQ - AQ . I OQ%H 1195 e Al Owwam
ON OV m OM OU ﬁ o oo ﬁv m\' om\; Ov ﬂ o ) OH—MOHNO W
TY : Ao " Ao 5 1jejse ung
ARSI %C°0) T 0 osm 0 1 0 . 0 Snese ol 100UE) Jum
Ac\ch.: 0 Ao\ALOv I Ao 0 MckVMOv 1 0 AémOv I . 1o I90URD QO~OA
o [4 561) L1 0,€0) 1 0L 0) T 0 0 ToouBd qoﬁow
01°0>) 1 0 0 0 u I0URD
M?.ovv I M§.e I Mw@: s © 0 (%€0) 1 SHNOIT J0UES %Mwﬂm
. 0 . B .
el | el | o) | %600 6| (%0 : o i
?Z.ovv I ?i.ov I 0€0) 1 0 %0'1) € 0 S 15180 [[90 [USe
610> 1 %1°0) 1 0 0 0 %0'1) € dkod pu [ plojoAt ajn q
AHX;OVV I 0 0 0 0 0 pue uﬁwmww mum%o ﬁoﬁﬁv UOAH- oV
(%10>) 1 0 0 0 (%€0) 1 0 tew ‘uBfuag mgmww%%
(%1°0>) %10 1 0 0 %E0) 1 0 N
! (%I’ (%€ 0 0 0 swoIpuk NIAOUAS
(%9°0) L o) 1 o1 (%€ SOLIYIE s s,uaigols
%1°0>) %50) ¢ : m w @Mm.% _ T T PO
OISN.I ured
[CAE ! YR o/ c" I isnpoid o red 399
caro) 1 0 (6L0) T Cee0) 1 0 oaaosmm_wssouogm
?o 0>) 1 0 0 0 o0 0 o s,uonAndn
?sm.ov Z 0 0 0 %0°1) € SO d
%1°0>) | 0 0 0 0 (%L°0) T T
(%1°0>) (%1°0) 0 0 0 (%£°0) onssy oA Sl
AQ - I AAY - I TY - ! . 1309UU0d pu SIOpIOS
A%N 0 ¢ ?i 01 0 0 0 ?om 0) 1 m ° Emﬁoxmogom:%
A %001) A\%N 0) ¢ 0 0 0 0 @\om 0 1 g RIS EATUNE] N
021 = N 000T) C 0 0 A%m 0 1 %L°0) T MI[[oW SAAQRI(]
%107, cw,“mu N %00T) 0 A osm.ov i 0 SIOPIOSIp UOL :ouegﬁw
Iquio)) LOE=N (°%001) &@Ov 0 @owﬁo o nLnu pue @l
[4 1oxd 1.0 wIsIjo
8bz L6T =N (°%001) 0 weigor IJOqeISN
phg- 60 © pasea1dap K IPIBO01[]
ydoo1o 50 €=N %001) JLIB[OWISO PO
Qv e pbz 167 = poojg
DIAEOU N ; suones
1 q Vﬁum.c 0°€] UOISII A éﬁwO\/ﬂH
ewn W ar
zZiqruey] sse[) uesi IO POLISJAL A
(0] E@«m%m £ d
JewLg




[43

(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 swoipu£s eaoude dos[g
(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 XeI0y}oWnaug
(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 Astmarq
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 vaoudsA(q
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 ysnoy
(%Z0) T (%Z0) T OSBISIP

’ ’ (%E€0) 1 0 (%€0) 1 0 Kreuowrpnd 9ANONNSQO OIUOIY))
(%1°0>) 1 0 0 0 0 (%0 1 pwdpao Areuownd 9noy
(%L0) 8 (%8°0) L S19PIOSIP

’ ’ (%L'0) T (%€0) 1 (%E'D) ¥ (%€0) 1 JeUnSeIpaw pue d1oeloy) ‘Arojeridsay
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 a3eyLIowaRy QUL
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 eise|d1adAy oneisord uStuag
(%T0) T (%T0) T (%€0) 1 0 (%€0) 1 0 SIOPIOSIp 3S8AIQ puB W)SAS dAnonpoIday
(%10>) 1 (%1°0) 1 (%€0) 1 0 0 0 uondNNSqo 19ex ATeuLin
(%T°0) T (%T°0) T (%€0) 1 0 (%€0) 1 0 aInrej [eURY
(%C0) € (%€£°0) € (%L°0) T 0 (%€0) 1 0 SIOPIOSIP ATeuLIn pue [BudYy
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 sisA[ered aAIoU YI[TA
(%Z0) T (%T0) T 0 0 (%9°0) T 0 OeNE OIWIRYIST JUSISURL],
(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 odoouig
(%10>) 1 (%1°0) 1 0 (%€°0) 1 0 0 Asdoydo ew 1og
(%1°0>) 1 0 0 0 0 (%0 1 101SSa1dWI0d 1001 9ATIN
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 UOT)OIBJUI TRUNOE T
(%10>) 1 (%1°0) 1 (%€0) 1 0 0 0 Ayredoreydoous darsuaiad
(%1°0>) 1 (%1°0) 1 0 0 (%€°0) 1 0 AYOBpPEIH
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 Asdoqidg
(%£°0) ¥ (%£°0) € (%L°0) T 0 (%€£°0) 1 (%€£°0) 1 JUSPIOOE IB[NISBAOIGID)
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 UONDIBJUI [€1QAI0))
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 UONDIBJUI [€1QAI0))
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 BUIOPIO UIRIg
(%1 SI (%t'1) €1 (%0°1) € (%L0) T (%97 8 (%L0) T SIOPIOSIP WAISAS SNOAION
(°%001) (°%001) (°%001) (%001) (%001) (%001) 0°€T UOISIOA VIAPIN
POTI =N €16 =N LOE=N L6T=N 60€ =N 167=N UL, PaLIdJaAd

[ej01, pauIquo)) gbz ybs o bz ybs o SSE[D UL3I() WIISAS ArewiLlg

ydadaaqIyy [edniAeUY

qewnziqruey




€€

* S9IMAIY Alojenbay 4oy Aieuondid [edIpal = VAP W

*SJUDAQ 210W IO duo pajrodar 30alqns

A} JT 99UO PAIUNOD semiusdlied & ‘UOHBZLIBWIWINS 13[qNS JO [AJ] YILd 1Y "SYOIM  AIOAd W G'() J8 PAIAISIUTWPE qeuunziqruey “A[oA1309dsar
oom § A10A9 SW 7 PUB ‘SYOOM § AI9AD Sl G'() ‘SoaMm  A10Ad S 7 Je paraysturwupe gbg 1daoraqrpye ‘4bg () 1dooraqipye ‘bz 1dooraqipyy 930N

(%1°0>) 1 0 0 0 0 (%€0) 1 UIOA 9SOOLIB A
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 wsKmaue K1o11e [e1ayding
(%C0) T (%T0) T (%€°0) 1 0 (%€°0) 1 0 SISLID 9ATISUa)IddAH
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 uorsuatadAH
(%1°0>) 1 0 0 0 0 (%€0) 1 BWOJBWRH
(%T°0) T (%2°0) T 0 (%€°0) 1 (%€£°0) 1 0 asdef[od A103e[noIr)
(%L°0) 8 (%L°0) 9 (%L°0) T (%L°0) T (%9°0) T (%L°0) T SIOPIOSIP IB[NISEA
(%1°0>) 1 0 0 0 0 (%€0) 1 uonerado [euiSep
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 aredar erudy paje[nsuens
(%1°0>) 1 (%1°0) 1 (%€0) 1 0 0 0 A198ms diyg
(%10>) 1 0 0 0 0 (%€°0) 1 UOIJBNOBAD BWOJRWIRH
(%€£0) ¥ (%2°0) T (%€0) 1 (%€0) 1 0 (%L°0) T saInpasold [edrpaw pue [ed13Ing
(%1°0>) 1 0 0 0 0 (%€°0) 1 190N Uy
(%10>) 1 0 0 0 0 (%€0) 1 SISO100U UDYS
(%1°0>) 1 (%1°0) 1 0 0 (%€0) 1 0 ysey
(%1°0>) 1 (%1°0) 1 0 (%€°0) 1 0 0 awLIoJN[NW BWAAIY
(%1°0>) 1 (%1°0) 1 (%€°0) 1 0 0 0 1I5][B suewWI_(
(%1°0>) 1 (%1°0) 1 0 (%€0) 1 0 0 1540 [ewId(q
(%5°0) 9 (%t°0) ¥ (%£°0) 1 (%L°0) T (%£°0) 1 (%L°0) T SIOPIOSIP 9NSSI) SNOAUBINOQNS PUB UD[S
(°%001) (°001) (°%001) (°%001) (°%001) (°%001) 0°€T UOISIOA VIAPIN
POTI =N €16 =N LOE=N L6T=N 60€ =N 167=N UL, PaLIdjaAd
[ej01, pauiquio)) gbz ybs o bz ybs o SSE[D UBdI() WIISAS ArewiLig

1dadaaqIyv [ea AU

qewnziqruey




APPENDIX 8. Immunogenicity to Intravitreal Aflibercept

As with all therapeutic proteins, there is a potential for immunoreactivity to intravitreal
aflibercept in the VIEW studies. To determine this possibility, serum samples were analyzed
with anti-drug antibody assays to evaluate the number of patients developing antibodies to
aflibercept as well as the numbers developing neutralizing antibodies to aflibercept.

In the two studies, the pre-treatment incidence of immunoreactivity to intravitreal
aflibercept was 1% to 3% across treatment groups. After dosing with intravitreal aflibercept for
52 weeks, antibodies to intravitreal aflibercept were detected in a similar 1% to 3% range in all
treatment groups, including the ranibizumab group. Furthermore, only 1 sample from 1 patient
demonstrated any neutralizing activity in these studies. There were no differences in efficacy or
safety between patients with or without anti-drug reactivity results.

The results suggest that the majority of the positive responses in the assays were due to
pre-existing immunoreactivity which was not drug induced and therefore were not due to an

immune response to intravitreal aflibercept.
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