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F1, G1
5mM Ketor/5mM Phen
NaPhosphate, pH 7.4
No Excipients or
Additives

Related Substance Assay Results for F1, G1 pH7.4
Phenylephrine % Related
Time {months) Substances

2-8°C 25°C | 40°C | 60°C
Pre Filtered | 0,00 fososssisfosos.
Post Filtered |2 0.00
0 ol 0.00
0.5 0.00 0.00
1 0.00 0.00
2 0.00 0.00 0.00 2.26
3 0.00 0.00 0.25 1.74
4 0.00 0.00 0.40 2.68
6 0.00 0.21 1.22 5.64
9 0.00 0.00 0.29 8.85
12 2.09 1.36 1.90 16.97

Related Substance Assay Results for F1, G1 pH7.4

Ketorolac % Related
Time (months) Substances
2-8°C [ 25°C | 40°C | 60°C
Pre Filtered [l 0.09 [

Post Filtered 0.00
0 0.09
0.5 0.08
1 0.00
2 0.00

3 0.00 0.00 0.74

4 0.00 0.23 1.12

6 0.21 0.66 3.51

9 0.05 0.36 2.65

12 0.00 0.64 3.30

FIG. 1
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5mM Ketor/SmM Phen
NaPhosphate, pH 7.4

F1, G2

EDTA

Related Substance Assay Results for F1, G2 pH7.4

Time (months)

Phenylephrine % Related
Substances

2-8°C 25°C | 40°C

0 o] 0,00 P
0.5 0.00 0.00 0.00

1 0.00 0.00 0.00

2 0.00 0.00 0.00

3 0.00 0.00 0.00

4 0.00 0.00 0.50

6 0.00 0.00 0.77

9 0.00 0.00 0.47
12 0.99 1.01 1.38

Related Substance Assay Results for F1, G2 pH7.4

Ketorolac % Related
Time (months) Substances

2-8°C | 25°C | 40°C | 60°C
0 0,07 po o,
0.5 0.07 0.00
1 0.11 0.00
2 0.00 0.00
3 0.00 0.00
4 0.00 0.00
6 0.10 0.00
9 0.00 0.00
12 0.00 0.00

FIG. 2
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F1, G3
5 mM Ketor/5 mM Phen
NaPhosphate, pH 7.4

EDTA + Na metabisulfite

Related Substance Assay Results for F1, G3 pH7.4

Phenylephrine % Related
Time {months) Substances
2-8°C 25°C 40° C 60° C
0 R T .
0.5 0.00 0.12 0.32
1 0.00 0.27 1.20
2 0.34 0.22 0.90
3 0.40 0.82 2.90

Related Substance Assay Results for F1, G3 pH7.4

Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 Sl 056 P
0.5 1.65 1.71 2.74 1.31
1 291 3.38 3.84 4.72
2 2.60 2.64 3.22 4.33
3 4.03 4,97 4.76 5.37

FIG.
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F2

, G1

5 mM Ketor/SmMPhen

NaCitrate, pH 6.5

No Excipients or
Additives

PCT/US2013/066349

Related Substance Assay Results for F2 G1 pH6.5

Phenylephrine % Related
Time {(months) Substances

2-8°C 25°C 40° C 60° C
PreFiltered [ 0,00 fosoososfosios
Post Filtered woe] 0,000 poaon s
0 0.00 b

0.5 0.00 0.00 0.00

1 0.00 0.00 0.44

2 0.00 0.00 0.00

3 . 0.00 0.00 0.15

4 0.22 0.00 0.33 0.32

6 0.00 0.00 0.87 3.24

9 0.00 0.00 0.48 1.97

12 0.27 0.00 0.93 5.53

Related Substance Assay Results for F2, G1 pH6.5

Ketorolac % Related
Time (months) Substances

2-8°C | 25°C | 40°C | 60°C
Pre Filtered R X A

Post Filtered 0.05 \
0 0.00 P omonn

0.5 . 0.00 0.00 0.00

1 0.00 0.00 0.00 0.20

2 0.00 0.00 0.00 0.49

3 0.00 0.00 0.00 0.61

4 0.17 0.33 0.00 1.72

6 0.00 0.00 0.41 1.95

9 0.00 0.00 0.18 1.99

12 0.00 0.00 0.25 2.32

FIG. 4
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F2, G2
5mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA

Related Substance Assay Results for F2, G2 pH6.5

Phenylephrine % Related
Time (months) Substances

2-8°C 25°C | 40°C 60° C

0 o] 0,000 PR
0.5 0.00 0.00 0.00 0.00
1 0.00 0.00 0.00 0.00
2 0.00 0.00 0.00 0.53
3 0.00 0.00 0.00 0.09
4 0.00 0.00 0.32 1.26
6 0.16 0.16 0.40 1.58
9 0.00 0.00 0.48 1.97
12 0.00 0.00 0.76 2.83

Related Substance Assay Results for F2, G2 pH6.5

Ketorolac % Related
Time (months) Substances

2-8°C | 25°C | 40°C | 60°C

0 o] 0.08 ol
0.5 0.00 0.17 0.00 0.00
1 0.00 0.00 0.04 0.00
2 0.00 0.00 0.00 0.51
3 0.00 0.00 0.10 0.09
4 0.37 0.23 0.24 0.97
6 0.00 0.00 0.12 1.62
9 0.00 0.00 0.19 0.70
12 0.00 0.00 0.44 0.94

FIG. 5
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F2,G3

5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA + Na metabisulfite

PCT/US2013/066349

Related Substance Assay Results for F2. G3 pH6.5

Phenylephrine % Related
Time {months) Substances
2-8°C 25°C 40°C 60° C
0 o] 0,00 P
0.5 0.00 0.00 0.08 0.38
1 0.00 0.00 0.71 0.73
2 0.00 0.18 1.30 1.76

Related Substance Assay Results for F2G3 pH6.5

Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0.00 e
0.5 0.31 0.62 0.60 0.94
1 0.74 1.35 3.02 4,55
2 1.64 1.93 3.97 4.32

FIG.

6
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F3, Gl

5 mM Ketor/5 mM Phen

NaCitrate, pH 5.5
No Excipients or
Additives

PCT/US2013/066349

Related Substance Assay Results for F3, G1 pH5.5

Phenylephrine % Related
Time {months) Substances

2-8°C 25°C 40° C 60° C

Pre Filtered | 0,00 foososnfaiis
Post Filtered [ 0.00  poissnniso
0 o] 0,00 R

0.5 0.00 0.00 0.00 0.65

1 0.00 0.00 0.00 0.00

2 0.00 0.00 0.00 0.00

3 0.00 0.00 0.00 0.00

4 0.00 0.00 0.00 0.74

6 0.00 0.00 0.44 1.73

9 0.00 0.00 0.09 0.63

12 0.20 0.00 1.25 4.39

Related Substance Assay Results for F3, G1 pH5.5

Ketorolac % Related
Time (months) Substances

2-8°C § 25°C | 40°C | 60°C

Pre Filtered [0 0.00 R
Post Filtered 0,00
0 o] 0,20
0.5 0.18 0.00

1 0.00 0.08 0.00 0.22

2 0.00 0.00 0.00 0.00

3 0.00 0.00 0.00 0.52

4 0.07 0.00 0.50 3.43

6 0.00 0.00 0.47 3.37

9 0.17 0.15 0.33 0.32

12 0.00 0.00 0.98 3.74

FIG. 7
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F3, G2
5 mM Ketor/5 mM Phen
NaCitrate, pH 5.5
EDTA

Related Substance Assay Results for F3, G2 pH5.5

Phenylephrine % Related
Time (months) Substances

2-8°C | 25°C | 40°C | 60°C

0 e 0,000 R RN
0.5 0.00 0.00 0.00 0.00
1 0.00 0.00 0.00 0.00
2 0.00 0.00 0.00 0.52
3 0.00 0.00 0.00 0.00
4 0.00 0.00 0.00 1.04
6 0.00 0.00 0.13 1.74
9 0.00 0.05 0.35 2.17
12 0.00 0.14 0.45 4.28

Related Substance Assay Results for F3, G2 pH5.5

Ketorolac % Related
Time (months) Substances

2-8°C | 25°C | 40°C | 60°C

0 ] 0,00 fowo o
0.5 0.00 0.18 0.00 0.00
1 0.21 0.00 0.00 0.15
2 0.00 0.00 0.00 0.30
3 0.00 0.00 0.00 0.00
4 0.16 0.10 0.16 0.75
6 0.00 0.00 0.00 3.45
9 0.00 0.00 0.35 1.42
12 0.00 0.00 0.52 3.59

FIG. 8
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F3, G3
5 mM Ketor/5 mM Phen
NaCitrate, pH 5.5
EDTA + Na metabisulfite

Related Substance Assay Results for F3, G3 pH5.5

Phenylephrine % Related
Time (months) Substances
2-8°C 25°C | 40°C 60° C
0 o] 0,000 [ b
0.5 0.00 0.00 0.27 0.00
1 0.00 0.00 0.00 0.00
2 0.00 0.00 0.00 1.02

Related Substance Assay Results for F3, G3 pH5.5

Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0.00 P,
0.5 0.00 0.04 0.26 1.03
1 0.12 0.15 0.67 3.44
0.00 0.64 2.48 3.59

FIG. 9
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F4, G1

1 mM Ketor/1 mM Phen
NaCitrate, pH 4.5

No Excipients or
Additives

Related Substance Assay Results for F4, G1 pH4.5

Phenylephrine % Related

Time {months) Substances
2-8°C 25°C 40° C 60° C
Pre Filtered S 0.00 T
Post Filtered 0.00
0 0.00
0.5 0.00 .
1 0.00 0.00 1.06
2 0.13 0.82 3.09

Related Substance Assay Results for F4, G1 pH4.5

Ketorolac % Related

Time (months) Substances
2-8°C | 25°C | 40°C
Pre Filtered o] 0,18 i
Post Filtered - 0.09
0 0.00
0.5 0.00
1 0.00

0.00
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F4, G2
1 mM Ketor/1 mM Phen
NaCitrate, pH 4.5
EDTA

Related Substance Assay Results for F4, G2 pH4.5

Phenylephrine % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0,00 Pl
0.5 0.00 0.09 0.00 0.42
1 0.00 0.00 0.00 0.52
2 0.14 0.00 0.68 2.34
Related Substance Assay Results for F4, G2 pH4.5
Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 ] 0,07 P
0.5 0.00 0.00 0.00 0.00
1 0.00 0.00 0.00 0.15
2 0.00 0.00 0.00 0.40

FIG. 11
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F4, G3
1 mM Ketor/1 mM Phen
NaCitrate, pH 4.5
EDTA + Na metabisulfite

Related Substance Assay Results for F4, G3 pH4.5

Phenylephrine % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0,00 [
0.5 0.00 0.00 0.00 0.00
1 0.00 0.00 0.24 0.17
2 0.00 0.00 0.00 0.85

Related Substance Assay Results for F4, G3 pH4.5

Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0,00 P b
0.5 0.19 0.38 0.56 1.12
1 0.15 0.67 1.12 2.52
0.88 3.61 5.07 | 10.08
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F2, Gl F2, G2
5 mM Ketor/5 mM Phen 5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5 NaCitrate, pH 6.5
No Excipients or Additives EDTA
F2, G1 w/02 Phenylephrine F2, G1 w/02 Ketorolac
Time Point 4°C 25°C | 40°C | 60°C 4°C 25°C | 40°C | 60°C
Day 0 R I N R N L S .
Day 14 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Day 28 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.12
Day 60 0.00 0.00 0.00 1.46 0.00 0.00 0.06 1.79
Day 90 0.47 0.36 0.25 0.60 0.77 0.64 0.53 0.80
Day 120 0.00 0.00 0.18 3.20 0.11 0.07 0.14 2.18
Day 180 0.00 0.00 0.58 6.38 0.00 0.00 0.25 2.84
Day 270 0.15 0.16 0.63 9.60 0.00 0.00 0.19 3.43
Day 365 2.61 0.70 1.71 15.85 0.00 0.03 0.34 4.17
F2, G2 w/02 Phenylephrine F2, G2 w/02 Ketorolac
Time Point 4°C 25°C | 40°C | 60°C 4°C 25°C | 40°C | 60°C
Day 0 N T N RS SN KX NSNS RN
Day 14 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Day 28 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.23
Day 60 0.42 0.23 0.59 1.41 0.15 0.00 0.30 2.33
Day 90 0.33 0.37 0.36 0.62 0.41 0.21 0.27 1.38
Day 120 0.00 0.00 0.77 3.20 0.04 0.04 0.54 3.63
Day 180 0.00 0.13 1.09 4,97 0.00 0.00 0.52 5.52
Day 270 0.00 0.14 2.21 6.55 0.00 0.06 0.59 6.36
Day 365 0.47 2.47 7.61 10.34 | 0.00 0.16 2.35 6.77

FIG. 13
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F2,G1

5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
No Excipients or Additives
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PCT/US2013/066349

F2, G2

5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5

EDTA

F2, G1 w/N2 Phenylephrine

F2, G1 w/N2 Ketorolac

Time Point 4°C 25°C | 40°C | 60°C 4°C 25°C | 40°C | 60°C
Day 0 o] 000 Risiiiunliiiny] 000 P
Day 14 0.00 0.00 0.00 0.00 0.09 0.00 0.00 0.00
Day 28 0.00 0.00 0.00 0.44 0.00 0.00 0.00 0.20
Day 60 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.49
Day 90 0.00 0.00 0.00 0.15 0.00 0.00 0.00 0.61

Day 120 0.22 0.00 0.33 0.32 0.17 0.33 0.00 1.72

Day 180 0.00 0.00 0.87 3.24 0.16 0.16 0.40 1.58

Day 270 0.00 0.00 0.09 4,68 0.00 0.00 0.18 1.99

Day 365 1.13 0.89 2.14 7.10 0.00 0.00 0.27 2.74
F2, G2 w/N2 Phenylephrine F2, G2 w/N2 Ketorolac

Time Point 4°C 25°C | 40°C | 60°C 4°C 25°C | 40°C | 60°C
Day 0 e L A A ST RSN NN
Day 14 0.00 0.00 0.00 0.00 0.00 0.22 0.00 0.00
Day 28 0.00 0.00 0.00 0.53 0.00 0.00 0.04 0.00
Day 60 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.51
Day 90 0.00 0.00 0.00 0.09 0.00 0.00 0.10 0.09

Day 120 0.00 0.00 0.32 1.26 0.37 0.23 0.24 0.97
Day 180 0.00 0.00 0.41 1.99 0.13 0.07 0.12 1.62
Day 270 0.00 0.00 0.48 1.97 0.00 0.00 0.19 0.70
Day 365 0.00 0.66 2.29 4.43 0.00 0.00 0.47 0.94

FIG. 14
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F2, G2, Al
5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA+Ascorbic acid; no N2
overlay

Related Substance Assay Results for f5/5_F2, G2, Al

Phenylephrine % Related
Time (months) Substances
2-8°C 25°C | 40°C 60° C
0 R TG Z T NN NN
0.5 6.45 6.20 6.03 12.7
1 5.87 4.30 11.59 | 15.72

Related Substance Assay Results for f5/5_F2, G2, Al

Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 074 P
0.5 20.69 | 27.61 | 24.13 | 43.65
1 20.54 | 23.31 | 26.53 | 37.17
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F2, G2, A2
5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA+Cysteine; no N2
overlay

Related Substance Assay Results for f5/5_F2, G2, A2

Phenylephrine % Related
Time {months) Substances
2-8°C | 25°¢c | 40°C | 60°C
0 ] 0,00 [,
0.5 0.00 0.00 0.57 24.16
1 0.00 0.00 3.85 25.24
Related Substance Assay Results for f5/5_F2, G2, A2
Ketorolac % Related
Time {months) Substances
2-8°C | 25°C | 40°C | 60°C
0 o] 0.00 Py
0.5 0.00 0.00 | 9.78 | 38.77
1 0.00 2.05 | 20.47 | 56.81

FIG. 16
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F2,G2, A3
5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA+Glutathione; no N2
overlay

Related Substance Assay Results for f5/5_F2, G2, A3

Phenylephrine % Related
Time (months) Substances
2-8°C 25°C 40° C 60° C
0 ] 0.00 o
0.5 0.00 0.00 0.08 3.31
1 0.00 0.00 0.71 10.05
Related Substance Assay Results for f5/5_F2, G2, A3
Ketorolac % Related
Time {months) Substances
2-8°C | 25°C | 40°C | 60°C
0 e R R
0.5 0.00 0.00 1.90 | 16.08
1 0.72 1.20 8.21 | 34.62

FIG. 17
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F2, G2, A4
5 mM Ketor/5 mM Phen
NaCitrate, pH 6.5
EDTA+Monothioglycerate; noN2
overlay

Related Substance Assay Results for f5/5_F2, G2, A4

Phenylephrine % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 ] 0,00 [
0.5 0.00 0.00 1.72 9.50
1 0.00 0.51 2.76 5.77
Related Substance Assay Results for f5/5_F2, G2, Ad4
Ketorolac % Related
Time (months) Substances
2-8°C | 25°C | 40°C | 60°C
0 ] 0,00 [l
0.5 0.00 0.42 | 10.84 | 29.94
1 0.31 10.23 | 20.00 | 29.06

FIG. 18
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450 mM PE
NaCitrate, pH 6.5

No Excipients or Additives

PCT/US2013/066349

Related Substance Assay Results for PE-f450; Lot 1050193

Phenylephrine Related

Total Related

Time (months) Substances Substances

4°C 25°C 25°C | 30°C 40°C

5 . 500 e
A R N R R e & R \:x"x\:

1 . . 0.00 0.00 0.00
2 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
3 0.00 0.00 0.00 0.01 0.00 0.00 0.00 0.01
4 0.01 0.00 | 0.00 | 0.06 0.01 0.00 | 0.00 0.06
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% LABEL CLAIM
PHENYLEPHRINE HCl POTENCY OF PHENYLEPHRINE HCI

114.0
112.0
110.0
108.0
106.0
104.0
102.0

=
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TIME (MONTHS)

FIG. 20A

% LABEL CLAIM
KETOROLAC POTENCY OF KETOROLAC TROMETHAMINE

114.0
112.0
110.0
108.0
106.0
104.0
102.0 A

86.0 T T T T 1 T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36

TIME (MONTHS)

FIG. 20B
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Mean pupil diameter (mm) over time as measured from intraoperative video
recordings are indicated for each treatment group (N=7 per group). The time of
initiation of phacoemulsification (Phaco) and placement of the posterior chamber
intraocular lens (Lens) are additionally indicated. The interval during which the
capsulorhexis and lens placement occurred, when irrigation was stopped, is not
included on the timeline.

*indicates time points at which the PE-KE (OMS302) versus the tropicamide control
group were significantly different (Student Newman-Keuls test, a=0.05, df=12).

FIG. 26
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FLARE PHOTOMETRY
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Mean flare measures +/- the standard error for the operative eye in the PE-KE
(OMS302) and tropicamide control treatment groups. There was a significant
effect of time on flare measures in both treatment groups (F=4.94, p<0.0008),

reflecting the inflammatory response to the surgical intervention, but no

significant difference between treatment groups at any time point when including

all subjects (F=3.32, P<0.0935; Student Newman-Keuls test, a=0.05, df=12).

FIG. 27
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FLARE PHOTOMETRY WITHOUT EXCLUDED SUBJECT
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Mean flare measures +/- the standard error for the operative eye in the PE-KE
(OMS302) and tropicamide control treatment groups with the exclusion of
subject X932, which exhibited limited phenylephrine induced dilation. There
was a significant difference between treatment groups at 2, 4.5, 24 and 48
hours, indicated by * (F=3.32, P<0.0935 check stats p value; Student Newman-

Keuls test a=0.05, df=12).

FIG. 28
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MINUTES

Mean pupil diameters (mm) over time as measured from intraoperative video
recordings are indicated for each treatment group (N=4 per group). The time of
intracameral administration (T=0:00 just after baseline measurements were
obtained) is additionally indicated.

* indicates time points at which the PE-KE (OMS302) 90:30 versus OMS302
1165:89 were significantly different (Student Newman-Keuls test, a=0.05,
df=9). At all other time points between group differences were not significantly
different by these criteria.

FIG. 29



