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1 Cases IPR2016-01190, IPR2016-01335, and IPR2016-01341 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 W. Archie Bleyer, M.D. 

Observation 1.  Dr. Bleyer testified: 

Q. And would that have been an example to the 

person of ordinary skill of a situation reported in the 

literature where a patient with cancer was reported to 

have their condition worsened when they were given 

cobalamin? 

* * * 

A. I say be careful of the doctor who has a single 

patient example, because often they're just as wrong as 

this one patient might be thought to be right. I don't think 

a POSA would accept that last statement and work on it 

to any significant level of, of evidence or support. 

Q. And is that because it is just an anecdotal report 

of a single patient? 

A. Yes. 

Q. Okay. And would that be the same rule that the 

POSA would apply to other anecdotal reports of single 

patients in the literature, or are you just applying it to this 

article? 

A. No. Actually because I'm on the bandwagon of 

trying to avoid single patient examples, I would apply it 

in general. I think that's what a POSA would do. And, for 
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example, there is a case -- a single case from Italy of a 

patient who responded to vitamin B12, but as a single 

case, that musters little value. 

Ex. 2135 at 45:25-47:17.  This testimony is relevant because it supports Patent 

Owner’s point that the POSA would not have had reason to administer folic acid 

on the basis of data in the ’974 patent concerning only a single patient.  Paper 33 at 

43. 

Observation 2.  Dr. Bleyer testified that in the “homocysteine-to-

methionine reaction,” “a methyl is removed from 5-methyltetrahydrofolate and 

place on to homocysteine to create methionine,” so “the product of the reaction is 

you get homocysteine converted to methionine, and you get methyltetrahydrofolate 

converted to tetrahydrofolate.”  Ex. 2135 at 50:5-18.  Dr. Bleyer further testified 

that “tetrahydrofolate can be used by the cell to make DNA precursors.”  Id. at 

50:19-21.  Dr. Bleyer then agreed that “[i]f the cell had methyltetrahydrofolate in it 

and sufficient B12 to allow the homocysteine-to-methionine reaction to occur, that 

reaction would go forward whether or not DHFR was blocked by an inhibitor.”  Id. 

at 52:5-19.  This testimony is relevant because it supports Patent Owner’s 

argument that the ability of vitamin B12 to release folate is not blocked when 

DHFR is inhibited.  Paper 33 at 25.  Thus, even if Neptune were correct that the 

POSA would not expect folic acid to reduce pemetrexed’s efficacy because of 

pemetrexed’s ability to block DHFR, the POSA would still expect vitamin B12 to 
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reduce efficacy.  Id.  

Observation 3.  Dr. Bleyer agreed—in discussing an article by Dr. Sidney 

Farber (Ex. 2042)—that “Dr. Farber's conclusion that it was the folate that caused 

the acceleration phenomenon [i.e., tumor growth] is what gave him the idea for 

antifolates in the first place.”  Ex. 2135 at 59:19-24; id. at 60:9-17.  This testimony 

is relevant because it supports Patent Owner’s argument that the POSA would have 

been concerned that pretreating with folic acid would have enhanced the growth of 

the patient’s cancer.  Paper 33 at 20. 

  Observation 4.  Dr. Bleyer agreed that when a vitamin B12 deficient patient 

is administered vitamin B12, “more tetrahydrofolate would be created through the 

homocysteine-to-methionine reaction.”  Ex. 2135 at 68:13-17.  Dr. Bleyer further 

agreed that he would “expect that to occur in a significant percentage of the cancer 

patients you saw because you thought a significant percentage had a vitamin B12 

deficiency.”  Id. at 68:19-69:1.  This testimony is relevant because it supports 

Patent Owner’s point that administering vitamin B12 can make more folate 

available by converting inactive folate to active folate, and thereby dramatically 

reduce pemetrexed’s efficacy.  Paper 33 at 7-8, 20-21.  The testimony is also 

relevant because it contradicts Neptune’s argument that the “methyl trap”—i.e., 

what Neptune describes as a situation in which “administering vitamin B12 to a B12-
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deficient patient can potentially cause usable folate to be released”—is “very rare.”  

Paper 48 at 27. 

Observation 5.  Dr. Bleyer testified: 

Q. Okay. And second sentence says, "Folate 

therapy will reliably reduce plasma homocysteine levels; 

however, this would also rescue cells from the cytotoxic 

effects of methotrexate." Have I read that correctly? 

A. You did. 

Q. And would the person of ordinary skill have 

agreed with that? 

A. Because it is in this excellent journal, they 

would tend to agree with that. Let me read it again. Yes. 

Ex. 2135 at 121:22-122:8.  This testimony is relevant because it supports Patent 

Owner’s point that administering folic acid to a patient receiving an antifolate 

would have reduced the antifolate’s efficacy.  Paper 33 at 18-29.  This testimony 

also undermines Petitioner’s assertion that folic acid administration would not 

affect pemetrexed’s efficacy.  Paper 48 at 12-14. 

Observation 6.  Dr. Bleyer testified: 

Q.    Okay.  I want to make sure I understand, 

because there was a lot of parts of that.  So which -- what 

are you relying on to say that you're starting to see -- I 

think you said, “kidney function is beginning to suffer,” 

then later you said, "beginning to go into renal failure."  

What are you talking about? 
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