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Purpose

To assess whether epiretinal membrane (ERM) development influences
vision, anatomy and durability outcomes

Conclusions

Faricimab every 8 weeks (Q8W) reduced risk of ERM formation by 52%
compared with aflibercept Q8W in eyes with diabetic macular oedema (DMO)

Among eyes with ERM development: lower vision, worse anatomical
outcomes and less extension were observed

These are the first phase 3 trial data that suggest a potential anti-fibrotic
effect for faricimab
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Background

Results

ERMs represent potentially useful markers
of fibrotic proliferation in retinal disease

ERMs are associated with DMO, and real-
world data indicate that they can be found in

almost 10% of eyes with DMO treated with
intravitreal injections over a 2-year period’

The underlying pathophysiology of ERMs
iIs complex and multifactorial, but they are
frequently associated with inflammation,
elevated angiopoietin-2 (Ang-2) levels and
several retinal vascular diseases?*

Faricimab is a dual Ang-2/vascular

endothelial growth factor (VEGF)-A inhibitor

and the first bispecific antibody designed
for intraocular use

Preclinical data suggest that Ang-2 and
VEGF-A inhibition reduces inflammation
and fibrosis more than inhibition of
VEGF alone®

There are limited phase 3 data on what
drives ERM development and their impact on
clinical outcomes like vision and anatomy

Methods

YOSEMITE/RHINE
(NCT03622580/NCT03622593) were
randomised, double-masked, phase 3 trials
of faricimab in patients with centre-
involving DMO

Patients (N = 1891) were randomised 1:1:1
to faricimab 6.0 mg personalised treat-and-
extend or Q8W, or aflibercept 2.0 mg Q8W
through week 100

ERMs were a major exclusion criteria for
the trials

In YOSEMITE/RHINE, ERMs were
measured at baseline, at the end of the
head-to-head period at week 16, and over
3 time points around 1 and 2 years each
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1. YOSEMITE/RHINE Trial Design: When Were ERMs Assessed?

- Active treatment (faricimab 6.0 mg or ) Sham

T&E visit (sham or faricimab 6.0 mg) - Final study visit

Faricimab
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Time, Weeks D1 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100

Major Exclusion Criteria
Included ERMs?

Reading Centres excluded
individuals that had ERMs in
the central subfield on OCT

at screening Time points for prospective ERM assessment

To our knowledge, this is the first time ERMs have been presented from a phase 3 trial setting

a Defined as presence of significant distortion of macular architecture in the central subfield (ie, centre 1 mm). YOSEMITE (NCT03622580); RHINE (NCT03622593).
D, day; ERM, epiretinal membrane; OCT, optical coherence tomography; Q8W, every 8 weeks; T&E, treat-and-extend.

3. Baseline Characteristics Were Generally Balanced Across Arms

ERMs were part of exclusion criteria for YOSEMITE/RHINE at screening
97% of YOSEMITE/RHINE patients did NOT have an ERM (central 1 mm) at baseline

YOSEMITE/RHINE Pooled
Post Hoc Analysis of Patients With No ERM
at Baseline

Faricimab Q8W

N =619
Mean age, years (SD) 62.0 (9.8) 62.2 (10.0) 62.3 (9.7)
Sex — Female, n (%) 245 (39.6) 233 (37.7) 255 (42.2)
Race — White, n (%) 482 (77.9) 476 (77.0) 483 (80.0)
Mean BCVA, ETDRS letters (SD) 62.1 (9.9) 62.2 (9.8) 62.2 (9.4)
Mean CST, um (SD) 477.4 (126.9) 477.8 (129.1) 478.7 (129.2)
Mean time since DMO diagnosis, months (SD) 16.4 (27.5) 19.3 (35.0) 18.8 (32.5)
Previously treated with anti-VEGF, n (%) 136 (22.0) 130 (21.0) 133 (22.0)
Severe NPDR or worse, ETDRS-DRSS level =2 53, n (%) 135 (21.8) 132 (21.4) 134 (22.2)
Baseline posterior vitreous detachment, n (%) 101 (16.3) 113 (18.3) 109 (18.0)

ERMs defined as presence of significant distortion of macular architecture in the central subfield. BCVA, best-corrected visual acuity; CST, central subfield thickness; DMO, diabetic macular oedema; DRSS, Diabetic Retinopathy Severity Scale; ERM,
epiretinal membrane; ETDRS, Early Treatment Diabetic Retinopathy Study; NPDR, non-proliferative diabetic retinopathy; Q8W, every 8 weeks; SD, standard deviation; T&E, treat-and-extend; VEGF, vascular endothelial growth factor.

5. Mean BCVA Values in the Study Eye by ERM Formation Through Week 100
80 - YOSEMITE/RHINE Pooled: Treatment-Agnostic Post Hoc Analysis
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Patients with no ERM at baseline. Missing data were not imputed, and patients with invalid BCVA values or no post-baseline ERM results were excluded from the analysis. Data are descriptive statistics (mean 95% CI for pooled). No hypothesis testing was
done thus no P value was derived. Due to the limitations of the post-baseline subgroup analyses, no causal relationship should be concluded based on the results. ERMs defined as presence of significant distortion of macular architecture in the central
subfield. Baseline was defined as the last available measurement obtained on or before randomisation. BCVA, best-corrected visual acuity; Cl, confidence interval; ERM, epiretinal membrane; ETDRS, Early Treatment Diabetic Retinopathy Study.

7. Proportion of Eyes With IRF or SRF by ERM Formation Through Week 100
YOSEMITE/RHINE Pooled: Treatment-Agnostic Post Hoc Analysis
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Eyes at Visit, N 99 1701 83 1336 99 1699 85 1372

Patients with no ERM at baseline. Missing data were not imputed, and patients with no IRF/SRF or no post-baseline ERM results were excluded from the analysis. Data are descriptive statistics (proportion 95% CI for pooled), values below 0% or above
100% are imputed as 0% or 100%, respectively; No hypothesis testing was done thus no P value was derived. Due to the limitations of the post-baseline subgroup analyses, no causal relationship should be concluded based on the results. ERMs defined as
presence of significant distortion of macular architecture in the central subfield. Baseline was defined as the last available measurement obtained on or before randomisation. CI, confidence interval; ERM, epiretinal membrane; IRF, intraretinal fluid; SRF,
subretinal fluid.

2. Evaluation of ERMs Using OCT

ERMs were defined as “the presence of a membrane on the ILM, causing significant

distortion of macular architecture in the central subfield (ie, centre 1 mm) [Y/N]”

OCT at baseline with no ERM (central 1 mm) OCT with presence of ERM (central 1 mm) formation

ERM, epiretinal membrane; ILM, internal limiting membrane; OCT, optical coherence tomography; Y/N, yes/no.

4. Risk of ERM Formation With Faricimab and Aflibercept Through Week 100
YOSEMITE/RHINE Pooled: Post Hoc Analysis

12 - Proportion of Eyes Developing ERM Through Week 100 At week 100
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Patients with no ERM at baseline. Missing data were not imputed, and patients with no post-baseline ERM results were excluded from the analysis. ERMs defined as presence of significant distortion of macular architecture in the central subfield. * The
adjusted odds ratio and 95% CI were produced using a multivariate logistic regression models including treatment group, baseline BCVA score (< 64 letters vs = 64 letters), prior IVT anti-VEGF therapy (yes vs no), region (U.S. and Canada, and the rest of
the world) and study (YOSEMITE vs RHINE) as covariates using cumulative data through week 100. Risk refers to the odds from logistic regression. The P values are nominal and not adjusted for multiplicity; no formal statistical conclusion should be made
based on the P values. BCVA, best-corrected visual acuity; Cl, confidence interval; ERM, epiretinal membrane; IVT, intravitreal; Q8W, every 8 weeks; T&E, treat-and-extend; VEGF, vascular endothelial growth factor.

6. Mean CST Values in the Study Eye by ERM Formation Through Week 100
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g 492 8 B ERM formation through week 100
‘|,—)" 500 - B No ERM formation through week 100
&
o
o 400 -
S 315.8
c
S 300 - 274.6
=

200 . .

Baseline Week 100
Eyes, n 97 1694 84 1372

Patients with no ERM at baseline. Missing data were not imputed, and patients with no CST values or no post-baseline ERM results were excluded from the analysis. Data are descriptive statistics (mean 95% CI for pooled); No hypothesis testing was done
thus no P value was derived. Due to the limitations of the post-baseline subgroup analyses, no causal relationship should be concluded based on the results. ERMs defined as presence of significant distortion of macular architecture in the central subfield.
Baseline was defined as the last available measurement obtained on or before randomisation. CST is defined as the distance between internal limiting membrane and Bruch’s membrane as assessed by Central Reading Centre. Cl, confidence interval;
CST, central subfield thickness; ERM, epiretinal membrane.

8. Fewer Faricimab T&E Patients Who Developed ERMs Extended to Q16W

YOSEMITE/RHINE Pooled: Post Hoc Analysis
Proportions of Patients at Week 96

T&E patients that DEVELOPED an ERM T&E patients that DID NOT develop an ERM
(n=31) (n=577)

Q4w
28.6%
Q8w Q12w
21.4% 25.0%
n =332/516
[ 64.3%

Note: 618 patients in the T&E arm were eligible for this analysis at baseline. However, there were 10 patients with no post-baseline ERM results and they were excluded from this analysis. At week 96, the denominators (Ns) dropped due to missing data
from study discontinuation or missed visit. ERMs defined as presence of significant distortion of macular architecture in the central subfield (ie, centre 1 mm). ERM, epiretinal membrane; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks;
Q16W, every 16 weeks; T&E, treat-and-extend.
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