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DEMONSTRATIVE EXHIBIT—NOT EVIDENCE

Tafluprost Differs from 2 Commercially Available
PG Analogs in 3 Ways

2

• Only tafluprost has 2 Fs at 15 position (v. OH)

• Only tafluprost has phenoxy at 16 position

Paper 22 (POR), 2-3, 15
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DEMONSTRATIVE EXHIBIT—NOT EVIDENCE

Medicinal Chemistry of Prostaglandins Highly Unpredictable

3Paper 22 (POR), 5-6, 11, 34, 52-53

• Medicinal chemistry of prostaglandins highly unpredictable as of
December 1996 (and remains so today)

Ex. 1003 (Klimko), 15:54-56

Ex. 1003 (Klimko), 15:1-50 (Table 2)
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DEMONSTRATIVE EXHIBIT—NOT EVIDENCE

Petitioner’s Proposed Trajectory from Compound C to
Tafluprost Made in Hindsight

Paper 22 (POR), 4-7, 28-46, 51-65

Proposed Scheme Asserted Prior Art Hindsight

• Klimko (Ex. 1003)

• Not a Suitable Lead
Compound

• Other Compounds Are
Superior

• Intolerable Side Effects
(Hyperemia)

• Unfavorable IOP Profile
(Initial Increase in IOP)

• No “Longer –Lasting
Efficacy”

Replace 15-OH with 15-H to
diminish side effects

• Kishi (Ex. 1004)
• Change Associated with

Reduced IOP-Lowering
Activity

Replace 15-H with 15-F to
mimic (removed) 15-OH

• Bezuglov 1982 (Ex. 1007)
• Bezuglov 1986 (Ex. 1008)
• Ueno Japan (Ex. 1006)

• Change Made with
Hope of Restoring
IOP-Lowering Activity
But Not Intolerable
Side Effects

Inserting 2Fs at C15 • Ueno Japan (Ex. 1006) • 2Fs ≠ 1F ≠ 1OH

Compound C as lead compound

Ex. 1003 (Klimko), 15:1-50 (Table 2)
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DEMONSTRATIVE EXHIBIT—NOT EVIDENCE

Petitioner Picked Compound C as Lead Based on Hindsight

Paper 22 (POR), 27-28, 46-47

• But Petitioner’s expert, Dr. deLong, worked backwards from
tafluprost to get to Compound C:

Ex.2025 (deLong Tr.),
79:13-22

Paper 22 (POR), 27-28 (citing Otsuka Pharm. Co. v. Sandoz, Inc., 678 F.3d
1280, 1292 (Fed. Cir. 2012))

• The standard:
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