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PANORAMA Study Design

Double-masked, randomized, phase 3 efficacy and safety study of IAl in
patients with moderately severe to severe NPDR (DRSS level 47 and 53)

Patients randomized 1:1:1 (N = 402)

IAl 2 mg q8 weeks*
~ n=134

Primary endpoint: 22-step improvement in
DRSS score, IAl combined vs sham

—

Key secondary endpoints: Development
of PDR/ASNV or CI-DME; time to
development of PDR/ASNV or CI-DME

Follow-up through week 100

At week 100, a significantly higher proportion of eyes receiving 2916 and 2q8 had a 22-step improvement in DRSS
score vs sham (62.2% and 50.0% vs 12.8%; P < 0.0001 for both)

* Rates of VTC (9.1% and 6.9% vs 30.6%) and CI-DME (11.3% and 14.4% vs 38.4%) were significantly lower with |Al
2916 and 2q8 compared with sham through week 100 Q

+After 3 initial monthly doses and 1 g8 interval; *After 5 initial monthly doses, flexible treatment schedule after week 52.
ASNV, anterior segment neovascularization; CI-DME, center-involved diabetic macular edema; DRSS, Diabetic Retinopathy Severity Score; IAl, intravitreal aflibercept injection;
NPDR, nonproliferative diabetic retinopathy; PDR, proliferative diabetic retinopathy; PRN, pro re nata; VTC, vision-threatening complication defined as PDR/ASNV.

Primary endpoint: 22-step improvement in
DRSS score, individual IAl groups vs sham
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CI-DME through Week 100: Kaplan—Meier Analysis

Proportion of Patients Developing a VTC or

® Sham
U e VTC CILDME  =2q16
or Li- = 248> PRN
60_ 577%
g 1 1
8 507 % reduction in likelihood of developing the event over time#
[ T ]
= 38.4%
& 79% | 75% 77% | 83% 76% | 68%
o 30-
2 20.5%*
= 0/ % - 70
8 207 AL 14.4%
) 11.3%*
& 10-
O_

Full analysis set; Sham n = 133, 2916 n = 135, 298 n = 134.

APercentage reductions in risk derived from
hazard ratios from Kaplan—Meier estimates.
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Objective and Post Hoc Analysis

* Objective

To evaluate the development of VTC or CI-DME through week 100 by baseline patient
characteristics® in patients treated with sham, mimicking the natural history of the disease

« Methods

Only patients treated with sham (n = 133) were included

Differences in subgroup effect across baseline patient characteristics were
evaluated by Mantel-Haenszel weighting scheme adjusted by baseline DRSS stratification
variable

Between-subgroup comparisons were evaluated by 2-sided Cochran-Mantel-Haenszel test
adjusted by baseline DRSS stratification variable

Time to an event was evaluated by Kaplan—Meier and Cox regression methods; Logrank test
was used to test the difference between two Kaplan—Meier curves

Observed cases were used. For any patient who received rescue treatment, data were
censored from the time rescue treatment was given Q
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m— <53 years

Time to development of VTC (PDR/ASNV) through

Week 100
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Race and diabetes type were not included because of overwhelmingly imbalance number of patients in subgroups (race: 80% White; Diabetes type: 93% type 2 diabetes). N\ ()

BMI, body mass index; Cl, confidence interval; HbA1c, glycated hemoglobin; HR, hazard ratio; NE, not evaluable. VTC defined as PDR/ASNV.



Difference” in Proportion of Eyes That Developed VTC (PDR/ASNV)
Through Week 100 Among Subgroups of Baseline Characteristics

<53 vs >62 —@—
Age (vears) s _ <62 vs >62 —
Hispanic Yes vs No '—.i—'
BMI (kg/m?) o i
>30 — <35 vs >35 —&—
HbA1C (%) <7.8 vs >9.0 '—‘:—'
>7.8 — 9.0 vs >9.0 —@——

Duration of  <10.8 vs >19.2 — &
diabetes (yrs) >10.8 — £19.2 vs >19.2 ——@—
———

DRSS score 47 vs 53

P vs ref.

0.0385 (n =50 vs n =42)
0.7431 (n =41 vs n =42)
0.2589 (n =58 vs n =74)
0.6031 (n =53 vs n =47)
0.8954 (n =33 vs n =47)
0.9633 (n =47 vs n = 43)

0.3201 (n =43 vs n = 43)
0.5717 (n =45 vs n = 44)
0.2442 (n =44 vs n = 44)

0.2326 (n =99 vs n = 34)
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Difference in Proportion of Eyes that Developed VTC, % (95% Cl)

*Differences in proportions represent the first subgroup minus the second subgroup. VTC defined as PDR/ASNV.
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Time to development of CI-DME through Week 100
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Race and diabetes type were not included because of overwhelmingly imbalance number of patients in subgroups (race: 80% White; Diabetes type: 93% type 2 diabetes).



Difference* in Proportion of Eyes That Developed CI-DME Through
Week 100 Among Subgroups of Baseline Characteristics

! P vs ref.

<53 vs >62 — 0.1347 (n = 50 vs n = 42)
Age (years) !

>53 — <62 vs >62 — & 0.1927 (n =41 vs n = 42)
Hispanic Yes vs No :-—O—- 0.0347 (n = 58 vs n = 74)

<30 vs >35 —@— 0.9933 (n = 53 vs n = 47)
BMI (kg/m?) :

>30 — <35 vs >35 —&— 0.7236 (n = 33 vs n = 47)

<7.8 vs >9.0 — - -

>7.8 — 9.0 vs >9.0 — i 0.6505 (n = 43 vs n = 43)
Duration of $10.8 vs >19.2 —&— 0.1558 (n = 45 vs n = 44)
diabetes (yrs) >10.8 — <19.2 vs >19.2 —@— 0.1131 (n = 44 vs n = 44)
DRSS score 47 vs 53 — @ 0.4685 (n =99 vs n = 34)
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*Differences in proportions represent the first subgroup minus the second subgroup.
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Conclusions

Younger age showed an association with a higher risk of VTC events
Hispanic ethnicity was associated with a higher risk of CI-DME events

— Older age and longer duration of diabetes trended towards association with a higher risk of ClI-
DME events

These data provide an insight into the natural history of diabetic retinopathy
and may help identify patients at risk for VTC and CI-DME events

These findings should be interpreted with caution due to small sample sizes
and the post hoc nature of this analysis

Further studies are warranted to evaluate risk factors associated with the
incidence of VTC and CI-DME events
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