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1 Cases IPR2016-01191, IPR2016-01337, and IPR2016-01343 have been joined 

with the instant proceeding. 
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Pursuant to 77 Fed. Reg. 48756, Patent Owner Eli Lilly & Company 

(“Lilly”) submits this motion for observations regarding cross-examination of 

Petitioner Neptune Generic’s reply declarant Joel B. Mason, M.D. 

Observation 1.  Dr. Mason testified: 

Q. Let me ask a different question. In a patient 

who is vitamin B12 replete, adding more vitamin B12 

isn’t going to affect homocysteine levels. 

* * * 

A. Again, let me just make sure I understood the 

question. So in a B12 replete patient, adding additional 

B12 is not going to further lower homocysteine levels; is 

that what you're saying? 

Q. Well, is it going to have any effect on 

homocysteine levels? 

A. In general, as far as I can recollect, it will not. 

Ex. 2134 at 26:24-27:13 (objection omitted).  This testimony is relevant to Lilly’s 

argument that, in order for vitamin B12 to have a beneficial effect on toxicity, it 

would have to concomitantly release reduced folates that would counteract 

pemetrexed’s efficacy, and thus would not have been obvious to administer.  Paper 

32 at 2, 6-8, 20-28.  This testimony also is relevant because it demonstrates that Dr. 

Mason’s opinions are premised upon an understanding that the vitamin B12 would 

not be expected to have any effect in patients who are not vitamin B12 deficient, a 

position that contradicts the statement in Neptune’s Reply that the POSA would be 
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motivated to administer vitamin B12 only to patients who are not vitamin B12 

deficient.  Paper 47 at 27.   

Observation 2.  Dr. Mason testified: 

Q. A patient walks into a doctor’s office as of 1999 

and is given vitamin B12. 

A. Yeah. 

Q. Whether or not that patient shows signs of 

vitamin B12 deficiency in an MMA study, for example, 

or some other biochemical assay, the person of ordinary 

skill doesn’t know for sure whether that administration of 

vitamin B12 is going to make more tetrahydrofolate 

available.  

* * * 

A. I think that there are insufficient studies for 

either myself or the POSA to know whether the actual 

availability of THF to the cell, okay, to that hypothetical 

patient’s cells, would be increased by the administration 

of vitamin B12.   

Ex. 2134 at 33:5-33:21 (objection omitted).  Dr. Mason further 

testified: 

Q. If vitamin B12 were administered to a patient 

and that has the effect of releasing some tetrahydrofolate, 

the person of ordinary skill in the art would not have a 

way to quantify how much would be released. 

* * * 
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A. The POSA would in all likelihood not have the 

appropriate tests available to make that determination. 

Id. at 36:10-18 (objection omitted).  This testimony is relevant to Lilly’s argument 

that the administration of vitamin B12 to a patient may release an unpredictable 

amount of reduced folate, which would then be available to cancer cells to reverse 

the efficacy of pemetrexed and/or accelerate cancer growth; the POSA therefore 

would have seen vitamin B12 pretreatment as “worrisome,” not obvious.  Paper 32 

at 22-24. 

Observation 3.  Dr. Mason testified that “if you were to give a patient 

taking pemetrexed a reduced folate such as leucovorin or tetrahydrofolate, that 

could have the effect of negating its effect” and that “administration of a reduced 

form of folate such as leucovorin, which is 5-formyltetrahydrofolate, would bypass 

the block that otherwise is seen by folic acid because folic acid needs that DHFR 

activity to be converted into a form that can be utilized by the cell.”  Ex. 2134 at 

49:12-25.  This testimony is relevant to Lilly’s argument that the administration of 

folic acid pretreatment (which has the effect of increasing the supply of reduced 

folates, even if Neptune is correct that DHFR blocks the reduction of folic acid 

once pemetrexed is administered), and the administration of vitamin B12 (which 

releases tetrahydrofolate, a reduced folate), would have been understood to 

undermine the effect of pemetrexed on cancer cells and thus reduce pemetrexed’s 
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efficacy, thus rendering folic acid and vitamin B12 pretreatment non-obvious.  

Paper 32 at 20-32.   

Observation 4.  Dr. Mason testified that, if a patient were pretreated with 

folic acid, “[a] large part” of that folic acid “would be converted to a reduced 

form.”  Ex. 2134 at 95:4-8, 100:14-18.  Dr. Mason further testified that the enzyme 

DHFR “can act in a matter of seconds on folic acid” and is “a reaction that 

potentially can move along very quickly.”  Id. at 95:21-96:23.  Thus, if folic acid 

pretreatment were administered to a patient beginning two days before pemetrexed, 

“[t]here certainly would be a dramatic drop in homocysteine over the course of 

those two days.”  Id. at 97:18-99:11.  This testimony is relevant because it 

undermines Dr. Mason’s assertion that “blockage of DHFR by pemetrexed impairs 

the ability of folic acid to be effectively utilized within the folate metabolic 

network by preventing folic acid (unusable by the body in DNA synthesis) from 

being reduced to its useable form, tetrahydrofolate,” which is a reason Dr. Mason 

asserts folic acid pretreatment would not impair pemetrexed’s efficacy.  See Ex. 

1078 ¶ 46.  In the case of folic acid pretreatment, to which the challenged claims 

are directed, Dr. Mason’s testimony indicates that folic acid already would have 

been converted to a reduced form by the time pemetrexed is administered, and thus 

would be available to serve as an antidote to pemetrexed even if Neptune’s 

assertions regarding blockage of DHFR were accurate.  Paper 32 at 1-2, 25-26.  
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