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APPERRANCE:
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BY MR. JAGOE:
[+] Okay. Look at your third report. You car

keep that asidae.

Look al your third report.

A 3 supplemental. Second supplemental?
o Secand supplemental report.
A Should T keep this here? I might get in

trouble. Close it over there.

Okay.
A Qkay.
= and paragraph 25 on Page 11 and 12.
A 75 on Page 11 and 12. 11 and 12. Socry.
Oleay .
Q All right. And at the end ef

paragraph 25, you have six bulletpoints, right?
A Right.
[#} and you list isoslaectric points of

glyccformg, sulfation, polylactosamine, repeat

cantent?
A Correct.
Q cld glycan structure, presence of

N-glycolylneuraminiz acid and absence of alpha 2-86
sialic acid linkages, correct?
A Correct. N-glyselyl, G-L-C-D-L-¥-L.

Q Would those six points summarize the
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differences between the prior art EPO that wvou
analyved and compounds that fall within the scope cf
claimes of the 933 Patent?

A I think those are the ones that -- yes, I
think we -- I tried to summarize there what all the
igsnes T looked at. I ecan't think of any other.

But ¢of course, a lot of thasa diffaerances are not
hagsed on what was kneown in 1983. But subsaguent
analysis of sither Miyaks or Miyake-like
preparations.

Q All of thase differences would ba
differences in tha zarbohydrate conponent of tha
erythrepeietin, right?

MR. LOEB: Cbjection. Vague and ambiguous.

THE WITWESS: Carbohydrates refers to molecules
that have a particular composition, a CHO
aomposition. The sulfate, for exampie. would not
fall ir tha catagory of carbohydratas. Tha
H-glycelyl, I suppess, could, but it becomes a
gemantic issue or technigal issue.

All the ditferences -~ perhaps better to
put it as all the differences ars relatad to things
that are components of tha glysans that are attached
to the polypeptide, That is the way of summarizing

all of the differance I locked at. Sc everything
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beyond the glyco -- peptide —- polypeptide itself.
BY MR. JAGUE:

Q Arp any of the diffarences related to the
folding of the polypeptide?

A Mot directly, but the -- it's well known
that the glycars would -- could have a dramatic
effect on the folding of the polypeptide during
biosynthesis. I believe [ addressed that in soma
other placaes ir. the reports.

Q The sulfation difference, the sulfation
takas place on the carbohydrate as opposad to on the
amino acid residues; is that right?

MR. LOEB: ¢bjection. Vague and ambiguous.

THE WITHESS: The presence of the sulfate
egters, based on the data I've seen, especially the
regulte of using the PNGasa F anzyme. The data
suggests. But again, sulfation ig extremely
difficult to study and has been very poorly studied
in most of this work. Tt seems like it's on --
attached to the sugar chainag.

BY MR. JAGOE:
Q Ckay. Now, the -- let me just ask you.
Sa do you agrae with the statement that
urinary EPO and reconmbinant EPJ are the same

product?
208
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MR. LOEB: Objection. Vague and ambiguous.

THE WITMESS: Can you defioe "the sane
product"? Is it the scurce or iz it the production
method or is it --

BY MR, JACOE:

Q The substances themselves are the same.

MR. LOEB: Objection. VYague and ambiguous,

THE WITNESS: The substance —-- they're not.
From everything I've seen, there iz a lot of
differences between them.

BY MR. JAGOE:

Q And are you intending to cffer an <opinion
that urinary EEC and recombinant EPO can be
distinguished?

A If you define recombinant ERQ ax all the
recombinant EBEQs that have been made to date, and
all the cones I've seen -- and there seems to be a
laot ¢f them that have been studied -~ yes, I have
not seen a single recombinant EPZ prep that -- well,
if you just look at the -~ the way it's used in --
in -- you know, looking for EPO doping in sportas,
it's very obvigus they never have a problam telling
them apart right from there.

And mince the differences they're locking

at directly reflect diffaraences in the glycan
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