AIMS

To evaluate the potential benefit of
faricimab, a new targeting vascular
endothelial growth factor A (VEGF-A)
and Angiopoietin-2, versus the current
intravitreal a-VEGF Standard of Care
(SoC) in neovascular age-related
macular degeneration (nAMD)
patients.

METHODS

Patient-level data from the companion
phase Il clinical trials TENAYA
(NCT03823287) and LUCERNE
(NCT03823300) (for a total of 513
patients treated with faricimab) and
the RADIANCE Italian observational
study (SoC: n=263; including
aflibercept: n=101, bevacizumab:
n=53, ranibizumab: n=59) were used.
The investigation included naive
nAMD patients with effectiveness data
at one year follow-up available.
Effectiveness was assessed in terms
of change from baseline in best-
corrected visual acuity (BCVA) and
central subfield thickness (CST).
Propensity score weighting (PSW) was
used to balance demographic and
clinical  patients’ characteristics
between the faricimab and the SoC
cohorts. Weighted one-way ANOVA
was applied to compare changes in
BCVA and CST between groups. A
sensitivity analysis to adjust for
injections’ number was conducted
using weighted ANCOVA.

RESULTS

Propensity Score Analysis

Before weighting using the calculation
of propensity scores, significant
differences in Dbaseline patients’
characteristics between the two
cohorts were observed. As shown iIn
Table 1 and 2, after PSW, the cohorts
resulted well-balanced.

Faricimab vs standard of care in naive neovascular
age-related macular degeneration patients
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MAIN OUTCOME RESULTS

Primary endpoint: change in BCVA

After PSW (Table 1), mean vision gains in BCVA after
1 year of treatment were 6.5 letters in the faricimab
cohort and 1.0 in the real-world cohort (Table 3), with
a corresponding treatment difference of 5.4 letters in
favour of faricimab (Figure 1). After adjusting for the
number of injections, the treatment difference
remained statistically significant, and was equal
to 4.0 letters.

Secondary endpoint: change in CST

After PSW (Table2), mean CST change from baseline
was -143.2 um in the faricimab cohort and -71.4 pm
in the real world cohort (Table 4), with a
corresponding treatment difference of -71.8 pm in
favour of faricimab (Figure 2). A very similar
estimated treatment difference was found after
adjusting for the number of injections, with a
reduction equal to -71.5 pm.

Table 1. Baseline demographic and clinical characteristics in the pivotal and
Radiance studies before and after PSW as performed in the analysis on the change
in BCVA from baseline after 1 year of treatment

Table 2. Baseline demographic and clinical characteristics in the pivotal and
Radiance studies before and after PSW as performed in the analysis on the change
in CST from baseline after 1 year of treatment

Before weighting After weighting
fal:::z?riaalh Rag:g ce SMD p-valur-}_ for : P!vplalh Ragiagce SMD p-value_ for
(N=513) (N=263) comparison aricima ) comparison

Age, median (IQR) 76 (70-81)  78(73-82) -0.254 0.0007 77 (71-82) 76 (71-81)  0.040 0.601
Sex, n (%)

Men 187 (36.9) 115 (43.7) 315.2(408) 319.7 (40.1)

Women 326 (63.6) 148 (56.3) 0149 0.049 4572 (59.2) 477.6(599) 0014 0.1r
Lesion type, n (%)

Occult 275 (54.6) 103 (409  0.292 395.7(52.3) 4064 (52.1) 0.005

Classic* 210 (41.7) 121(48.0) -0.102 <0.001 316.6(41.8) 323.6(415) 0.008 0.951

RAP 19 (3.8) 286 (11.1)  -0.2M 451 (6.0) 494(6.3) -0014

Missing 9 11 14.9 17.8
IRF at baseline, n (%)

No 276 (54.9) 84 (42.6) 359.2(515) 371.8(51.5)

Yes 227 (45.1) 113 (57 4) 0.026 0.004 337.9(48.5) 349.9(48.5) 0003 0.998

Missing 10 66 75.3 75.4
SRF at baseline, n (%)

No 172 (34.0) 58 (29.2) 2334(33.3) 2645(364)

7o 334(660) 141(708) 2% 021 4682(667) 4617(636) °0 0211

Missing 7 64 70.8 71.0
VA at baseline, meanzSD 605£131 571211 0.219 0.004 296£165 61.1x343 -0.088 0.244

Before weighting After weighting

Pivotal  Radi . .

faricimab  SoC  smp  P-value for JFuotal - Radiance  gypy  pvalue for

[N=51 3] [N=2 63] comparison aricima 0 comparison
Age, median (IQR) 76 (70.81)  77(7282) 015 0077 76(7081)  76(70-80) 0030 0739
Sex, n (%)
Men 184(362)  80(482) 3654 (304) 2757 (404)
Women 325(638) 86(518) 040 0000 1078 (606) 4076(s07) 0019 07
Lesion type, n (%)
Occult 274(548)  T6(472)  0.161 3505(531) 363.1(542) -0.022
Classic* 207(414)  63(391) 005  <0.001 268.4(407) 2654(306) 002 0916
RAP 19(38)  22(137) 0346 408(62)  419(65  -0002
Missing 9 5 13.3 12.8
IRF at baseline, n (%)
No 276(552)  68(439) 3434 (524)  3426(516)
Yes 24448  87(561) 0108 0004 3118(476) 3218(484) 0016 075
Missing 9 11 18.0 18.8
SRF at baseline, n (%)
No 170(339)  46(295) 2193(333) 2426 (36.4)
e 332(66.1) 110(705) 002 0309 4388(667) 4244 (636 OU0° 0244
Missing 7 10 15.1 16.2
VAatbaseline, meanSD  360+121  392+163 0223 0021 W6+144  362+288 0030 0725

|QR, interquartile range; IRF, intraretinal fluid; SMD, standardized mean difference; SRF, subretinal fluid; *
Including “minimally” e “predominantly” classic lesions.

|QR, interquartile range; IRF, intraretinal fluid; SMD, standardized mean difference; SRF, subretinal fluid.*
Including “minimally” e “predominantly” classic lesions.

Table 3. BCVA changes hetween faricimab and SoC, after and before PSW and after
adjusting for the number of injections

faricimab SoC
Weighted BCVA at baseline
Mean + SD 59.6 + 16.5 61.1+34.3
Weighted BCVA change from baseline
Mean (95% Cl) 6.5 (5.0, 7.9) 1.0 (-0.4, 2.5)
Weighted BCVA change from baseline
adjusted for n. of injection
Mean (95% CI) 5.9 (4.4,7.4) 1.9 (0.4, 3.5)

Change in BCVA from baseline after 1 year of treatment
Difference in mean change (95% CI) after PSW

Primary analysis — & —— 54(3.4,7.5)

Sensitivity analysis:

Adjusted for n. of injections ‘ v 4.0(1.7,6.2)

-0 8 6 4 -2 0 2 4 6 8 10

-+

Favours SoC Favours faricimab

Fugure 1. Main efficacy results

CONCLUSION

Table 4. CST changes between faricimab and SoC, after and before PSW and after
adjusting for the number of injections

faricimab SoC
Weighted CST at baseline
Mean £ SD 366 + 144 362 + 288
Weighted CST change from baseline
Mean (95% Cl) -143 (-156, -130)  -71 (-84, -58)
Weighted CST change from baseline
adjusted for n. of injection
Mean (95% ClI) -143 (-156, -130)  -72 (-85, -58)

Change in CST from baseline after 1 year of treatment
Difference in mean change (95% CI) after PSW

Primary analysis | ~ | -71.8 (-90.2, -53.4)

Sensitivity analysis:

Adjusted for n. of injections ‘ v -71.5 (-91.0,-52.0)
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Fugure 2. Main efficacy results

In naive nAMD patients, first line treatment with faricimab resulted in a greater vision gain and in CST
reduction compared with current intravitreal a-VEGF Standard of Care. Despite limitations of indirect
treatment comparisons, which call for specific post-marketing real world studies, the present analysis
supports potential benefits in nAMD patients treated with faricimab.




