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Background

Several clinical trials in DME showed that
eyes with better baseline vision have smaller
visual gains from treatment compared with However, other factors are important to
eyes with worse baseline vision'-3 patients in the real world
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BCVA, best-corrected visual acuity; DME, diabetic macular edema; ETDRS, Early Treatment Diabetic Retinopathy Study.
1. Bressler SB et al. Arch Ophthalmol. 2012;130:1153-1161. 2. Wells GA et al. JAMA Ophthalmol. 2016;134:127-134. 3. Sophie R et al. Ophthalmology. 2015;122:1395-1401.



VISTA and VIVID: Study Design

Randomized, multicenter, double-masked trials in patients with
clinically significant CI-DME and BCVA 73-24 ETDRS letters (20/40 to 20/320)
N=466 (VISTA) and N=406 (VIVID)

Patients randomized
1:1:1

Laser
control

Primary endpoint:
Mean change in BCVA

aAfter S initial monthly doses.

Primary endpoint:
Week 52

Continued treatment through Year 3

Key secondary endpoints:
Mean change in optical
coherence tomography,

% with 22-step DRSS
improvement

294, 2 mg every 4 weeks; 2q8, 2 mg every 8 weeks; CI-DME, center-involved diabetic macular edema; DRSS, Diabetic Retinopathy Severity Scale; IAl, intravitreal aflibercept injection.

Brown DM et al. Ophthalmology. 2015;122:2044-2052.




Methods

« This was an integrated analysis of VISTA and VIVID trials in patients who received laser, |IAl 2g4, or
Al 298

« Eyes were categorized by baseline BCVA:

ETDRS letters 270 to <74 letters
Snellen equivalent 20/320 to <20/80 20/80 to <20/40 20/40 to <20/32

« The full analysis set comprised observed cases; for patients who received rescue treatment (laser or
5 initial monthly doses of |Al followed by 298 in IAl- or laser-treated patients, respectively), data were
censored from the time of rescue

« Change in BCVA, percentage of patients with BCVA 270 letters, change in CST, and VFQ-25 scores
were analyzed by baseline BCVA category in each of the 3 treatment groups

« To compare the difference between groups, the Cochran-Mantel-Haenszel test was used for binary
outcomes and analysis of covariance was used for continuous outcomes

CST, central subfield thickness; VFQ-25, Visual Function Questionnaire.



Patient Disposition at Baseline

Randomized
(N=872)

Full analysis set
(n=862)
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a0ne patientin the IAl 2g4 group had baseline BCVA of 75 letters and was excluded from this analysis.
bThree patients in the |Al 2q8 group had baseline BCVA of 24, 76, and 80 letters, respectively, and were excluded from this analysis.
¢One patient in the laser group had baseline BCVA of 76 letters and was excluded from this analysis.




Demographics and Baseline Characteristics
by Baseline BCVA Category

IAl 2g4 (n=2892)

IAl 298 (n=283Y)

Laser (n=285°¢)

Male, n (%) 43 ( ) 91 (56.5) 35 ( ) 42 ( ) 100 (59.5) 22 ( ) 32 ( ) 2 (97.5) 39 ( )
White, n (%) 61 (79.2) 136 (84.5) 39 (76.5) 62 (83.8) 130 (77.4) 37 (90.2) 54 (79.4) 132 (82.5) 51 (89.5)
Hispanic or
Latino, n (%) 9 (11.7) 23 (14.3) 4 (7.8) 5 (6.8) 21 (12.5) 3(7.3) 4(5.9) 17 (10.6) 1(1.8)
BCVA, letters 455 (8.8) 62.8 (4.6) 71.3(1.1) 442 (8.2) 62.7 (4.2) 715(1.1) 44 4 (8.2) 629 (4.4) 71.4(1.1)
CST um 567.6 480.6 423.5 SYLRS 476.3 422.5 599.5 492 4 446.3
1 (205.0) (115.4) (101.0) (165.7) (132.2) (97.0) (188.9) (131.2) (121.3)
VFQ-25 60.5 122 77.9 66.0 70.9 76.1 62.2 69.6 75.0
composite (20.2) (18.1) (19.3) (17.3) (17.2) (15.3) (18.0) (17.9) (%))

-

a0ne patientin the IAl 2g4 group had baseline BCVA of 75 letters and was excluded from this analysis.

bThree patients in the |Al 2q8 group had baseline BCVA of 24, 76, and 80 letters, respectively, and were excluded from this analysis.
¢One patient in the laser group had baseline BCVA of 76 letters and was excluded from this analysis.

Data are mean (SD) unless specified otherwise. 8
SD, standard deviation.



Change in BCVA at Week 100 by
Baseline BCVA

1Al 294 1Al 298 Laser
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Values above the square brackets represent the difference between LS mean change (95% CI).
Full analysis set, observed cases.
Cl, confidence interval; LS, least squares; SE, standard error.



Proportion of Patients With BCVA 270 Letters (220/40)
at Week 100 by Baseline BCVA Category

1Al 2q4

IAl 298

Laser

51.1(35.9, 66.4); P<0.0001
[ I

100 7 37.5(25.4, 49.6): P<0.0001
I I 74.5
80

60.9
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234
20 A !
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Patients, %

>25t0 <54 255t0 <69 270 to <74
(n=77)  (n=161)  (n=51)

Baseline BCVA category

Patients, %
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| |
- 43.8(33.2,54.4); P<0.0001
1

732
56.0
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Patients, %
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1

47.4

T 30.0

- 7.4
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Values above the error bars represent the difference between LS mean change (95% CI).

Patients with missing values were considered non-responders.
Full analysis set, observed cases.
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VFQ-25 Composite Score at Week 100 by
Baseline BCVA Category

IAl 2q4

IAl 298

Laser
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composite
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VFQ-25 66.0 70.9 76.1
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LS mean (SE), points
N
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10.1 (2.5, 17.8); P=0.0095
| |

8.2(1.8, 14.6); P=0.0123
1

85.0

83.1

74.9

>25t0 <54 255t0<69 2>70to <74
(n=23) (n=88) (n=28)

Baseline BCVA category

Mean baseline

VFQ-25
composite

62.2 69.6 75.0

Values above the square brackets represent the difference between LS mean value (95% ClI).

Full analysis set, observed cases.
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Difference in VFQ-25 Composite and Subscale Scores
at Week 100 From Patients With Worse Baseline Vision

VFQ
composite

General
health

General
vision

Ocular pain

Near
activities

v/ denotes clinically significant improvement in both IAl groups in =1 BCVA subcategory over the subcategory with the worse vision. *P<0.0001;

1Al 294 Laser

255 to <69 letters | —@— 6.7(1.9,11.6) —o— 5.1(0.0, 10.2)** | —®— 8.2(1.8, 14.5)
1 1 1
1 1 1
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l l l
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| | |
1 1 1

255 to <69 letters ——0— 4.3(=2.7,11.3) ——@— 4.1(-2.8,11.1) ——— 5.6 (4.3, 15.5)
1 1 1
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255 to <69 letters —@— 5.0(0.3,9.8)** —-@— 2.3(-2.9,7.4) —0— 6.7 (-0.2,13.7)
1 1 1

270 to <74 letters | —0— 8.7 (2.5, 14.8) | —0 — 8.5(1.7, 15.3) —0— 7.9(-0.5,16.2)

255 to <69 letters —e— 4.9(-0.1,9.9) —L0— 2.1(-3.3,7.5) —e— 2.0(-6.2,10.1)
1 1 1
1 1 '

270 to <74 letters —@— 6.5 (0, 12.9)* —r@— 3.5(-3.7,10.6) —— —0.4(-10.2,9.4)

255 to <69 letters —@— 7.5(0.7, 14.4)* H—@— 5.7 (-1.8,13.2) —e— 7.8(-0.9, 16.5)
1 1 1
1 1 1

270 to <74 letters L —— 14.4(5.5,23.2) L 18.2(8.2,28.1)f I —@— 12.4(2.0,22.8)*
Lower VFQ : Higher VFQ Lower VFQ : :

—-20.0 0.0 20.0 40.0 —20.0 0.0 20.0 40.0 —-20.0 0.0 20.0 40.0

LS mean difference (95% CI), points

S~

LS mean difference (95% CI), points

TP<0.001; ¥P<0.01; **P<0.05 vs =25 to <54 letters.

LS mean difference (95% CI), points




Difference in VFQ-25 Composite and Subscale Scores
at Week 100 From Patients With Worse Baseline Vision

VFQ
composite

S

Distance
activities

Social
function

Mental
health

Role
difficulties

C S X

270 to =74 letters

14.5(6.1,22.9)t

16.3 (6.6, 26.0)

1Al 2q4 1Al 2g8 Laser
255 to <69 letters b= — 6.7 (1.9, 11.6)¢ o— 5.1(0.0, 10.2)* ) —@— 8.2(1.8, 14.5)*
| 1 |
| 1 |
270 to <74 letters L0 — 11.3(5.1,17.5)t o —@— 12.6 (5.8, 19.3)t L —0— 10.1(2.5,17.8)
: ; :
| 1 |
1 1 1
I I I
255 to <69 letters —0— 6.1(-0.4,12.7) —@— 6.9(0.2, 13.6)** —@— 8.2(-0.3,16.8)
| | |
270 to <74 letters P — 0 — 13.9(5.5,22.3) . —e— 16.9(8.1,25.8)t — —— 9.3(-1.0,19.5)
255 to <69 letters 0 — 5.3(0.4,10.2)* —@— 4.8(-0.7,10.4) I 6.2(-0.8,13.2)
| | |
270 to S74letters | —0— 8.9(2.6,15.2) | —0— 10.5(3.1,17.9¢ —— 8.7 (0.4, 17.1)*
255 to <69 letters —®— 8.1(1.6, 14.7)* e— 5.9(-1.4,13.2) —— 11.5(2.1,20.9*

13.7 (2.4, 25)

255 to <69 letters . — 8 — 12.5(4.4,20.6) — " — 3.8(—4.7,12.2) : ® 14 (2.5,25.4)**
1 1 1
1 1 1
270 to <74 letters : ——@&——  18.8(8.4,29.2) b —— 14 (2.8,25.2)* 'y ® 15.3(1.5,29)*
Lower VFQ : Higher VFQ Lower VFQ : Higher VFQ Lower VFQ : Higher VFQ
4+ — — — — —
—-20.0 0.0 20.0 40.0 -20.0 0.0 20.0 40.0 -20.0 0.0 20.0 40.0

LS mean difference (95% CI), points

LS mean difference (95% CI), points

v/ denotes clinically significant improvement in both IAl groups in 21 BCVA subcategory over the subcategory with the worse vision. *P<0.0001; TP<0.001; ¥P<0.01; **P<0.05 vs =25 to <54 letters.

LS mean difference (95% CI), points
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Difference in VFQ-25 Composite and Subscale Scores
at Week 100 From Patients With Worse Baseline Vision

1Al 294 1Al 298 Laser

VFa 255 to <69 letters  —0— 6.7 (1.9, 11.6) —o— 5.1 (0.0, 10.2)** —0— 8.2(1.8, 14.5)*
V Composite : : :
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1 1 1
I I I
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V Dependency 1 1 1
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V Driving : : ]

270 to <74 letters - ® 121.3(7.0,35.5) - ® 20.3(5.1,35.4) - ® 16.1(-3.7,35.9)

255 to <69 letters —H®— 2.9(-2.1,7.8) —@— 2.1(-3.2,7.4) —&— 6.4(0.0, 12.8)
Color vision : : :

270 to =74 letters |—:§—| 2.0(—4.4,8.4) r:—@—u 6.2(-0.8,13.2) .I_@_. 7.2(-0.6,14.9)

\/ WM 255 to <60 letters H—0— 5.5(-1.1,12.1) —®— 5.9(-1.5,13.2) —%— 6.8(—1.7,15.4)
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vision ) ! !

270 to <74 letters '—@— 10 (1.6, 18.4)** —@— 9.3(-0.5,19) —@— 9.5(-0.7,19.7)

Lower VFQ : Higher VFQ Lower VFQ : Higher VFQ : Higher VFQ
D — +— — — ——
—20.0 0.0 20.0 40.0 —20.0 0.0 20.0 40.0 —20.0 0.0 20.0 40.0

LS mean difference (95% CI), points

S~
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v/ denotes clinically significant improvement in both IAl groups in 21 BCVA subcategory over the subcategory with the worse vision. *P<0.0001; TP<0.001; ¥P<0.01; **P<0.05 vs =25 to <54 letters.

LS mean difference (95% CI), points
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Conclusions

Change in BCVA at Week 100 by Proportion of Patients With BCVA 270 Letters (220/40) VFQ-25 Composite Score at Week 100 by
Baseline BCVA at Week 100 by Baseline BCVA Category Baseline BCVA Category
1Al 24 1Al 2q8 Laser 141 24 1Al 2q8 Laser 1Al 24 1Al 2g8 Laser
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Basebne BOVA category Basehne BCVA category Banelne BCVA category Baseline BCVA category Baselne BOVA category

Patients with CI-DME and worse baseline BCVA gained more letters at Week 100 than patients with better
baseline BCVA; a higher proportion of patients with better baseline BCVA had BCVA 270 letters (220/40) at

Week 100
Patients with better baseline BCVA had higher VFQ-25 scores at Week 100

Patients with better baseline BCVA may achieve improved visual outcomes and vision-related function
through optimal treatment
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