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I, Nicholas Bodor, declare as follows:
l. INTRODUCTION

1. I am over eighteen years of age, and I am competent to testify as to
the matters set forth herein if I am called upon to do so.

2. I have prepared this Declaration for consideration by the Patent Trial
and Appeal Board in the following Inter Partes Review proceedings: [PR2023-
00049 (“°049 IPR”) and IPR2023-00050 (“’050 IPR”). I understand that the
subject of the 049 IPR 1s U.S. Patent No. 7,713,947 (“the 947 patent,” Ex. 1001)
and the subject of the 050 IPR is U.S. Patent No. 8,377,903 (“the 903 patent,”
Ex. 1002).

3. I am a named inventor of U.S. Pat. No. 7,888,328 (“Bodor ’328”), as
well as PCT Application, WO 2004/087101, “Oral Formulations of Cladribine”
(“Bodor PCT”), which Bodor ’328 claims priority to. I understand Bodor 328 has
been numbered Ex. 1029 and the Bodor PCT has been numbered Ex. 1007, in both
the ’049 IPR and in the 050 IPR. I have been asked to provide a declaration as an
inventor of Bodor ’328.

4, [ am being compensated for my time in preparing this declaration at
my usual consulting rate of $1250.00/hour. My compensation is in no way
contingent on the substance of my testimony or the outcome of this or any other

proceeding. I have no interest in this proceeding.
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5. I have personal knowledge of the facts stated herein and can testify
competently to those facts.
II. BACKGROUND

6. [ am currently a Graduate Research Professor Emeritus in the College
of Pharmacy, University of Florida. My professional qualifications are stated more
fully in my curriculum vitae, which is attached as Appendix A. Below is a brief
summary of my relevant education, work experience, and other qualifications.

7. I received my B.S./M.S. degree in Organic Chemistry in 1959 from
Bolyai University in Transylvania, and my Ph.D. degree in 1965 from the
University of Babes-Bolyai, Cluj and the Romanian National Academy of
Sciences.

8. I served as a Group Leader at the Pharmacochemical Research
Institute in Romania until 1968. Thereafter, I received the R.A. Welch Fellowship
at the University of Texas in Austin. From 1972 until 1978, I worked at the ALZA
Laboratories in Lawrence, Kansas, which later became INTERx Research
Corporation. During this time, I also served as an adjunct professor at the
University of Kansas.

9. In 1979, 1 joined the University of Florida as Professor and Chairman
of the Medicinal Chemistry Department. During my time at the University of

Florida, I have held many appointments and served in many positions across the
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University, including Executive Director of the Center for Drug Discovery in the
College of Pharmacy, Graduate Research Professor in the College of Pharmacy,
and Affiliate Graduate Research Professor in the Department of Chemistry in the
College of Liberal Arts and the Department of Ophthalmology in the College of
Medicine at the University.

10.  In 2000, I accepted the role of Senior Vice President of Basic
Research and Drug Discovery at IVAX Research, Inc. From 2000 to 2006, I
served in various managing capacities at IVAX, including as Chief Scientific
Officer of the IVAX Corporation, Managing Director of the [IVAX Drug Research
Institute, Budapest, Hungary, as well as President of the IVAX Research Institute.
In 2006, after IVAX merged with Teva, I returned to the University of Florida and
started Bodor Laboratories Inc., where [ manage a small team who use a
proprietary approach to drug design that leverages retrometabolic processes to
create drugs that are safer, less toxic, and intrinsically better targeted than
traditional drugs.

1. CLADRIBINE FORMULATION RESEARCH

11.  When I joined IVAX in 2000, IVAX had obtained the rights to
develop cladribine for the treatment of multiple sclerosis (“MS”), which had
previously belonged to the SCRIPPS Research Institute (“SCRIPPS”) and Johnson

& Johnson (“J&J”).
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12.  Cladribine is a chlorinated purine analog, 2-chloro-2’-deoxyadenosine
(“2-CdA”) compound. When I joined IVAX in 2000, cladribine was FDA
approved for the treatment of patients with hairy cell leukemia. It had not yet been
approved for the treatment of other diseases, like multiple sclerosis.

13. Aspart of my role at IVAX, I was responsible for leading a team to
investigate and develop an oral cladribine formulation suitable for use in Phase 111
clinical trials for MS patients.

14. My team at IVAX included my co-inventor of Bodor ’328, Dr.
Yogesh Dandiker, Dr. Stephen Marcus, and other team members.

15. Inresearching a potential cladribine formulation, my team at IVAX
investigated different methods to maximize incorporation of cladribine into
complexes with cyclodextrins. We had identified hydroxypropyl-B-cyclodextrin as
a promising cyclodextrin for cladribine-cyclodextrin complexes for oral delivery of
cladribine. My team focused on studying the conditions that would incorporate the
most cladribine into the resulting complex as well as whether other cyclodextrins
might form a complex that incorporated more cladribine.

16. The work that my team and I performed on cyclodextrin-cladribine
complexes would ultimately result in our invention of an oral formulation of
cladribine including a cladribine-cyclodextrin complex, as described in Bodor

"328.



IPR2023-00049, IPR2023-00050
U.S. Patent Nos. 7,713,947, 8,377,903

17.  After developing the cladribine-cyclodextrin complex described in
Bodor 328, my team at [IVAX performed pharmacokinetic and bioavailability
studies of that oral formulation in non-human and human subjects. We conducted
these studies using single doses of the oral cladribine formulation we developed, to
compare its pharmacokinetic properties and bioavailability against prior
intravenous formulations. My team at IVAX never treated a patient using multiple
doses of cladribine. ’049 Ex. 1007, 36:10-39:19; 050 Ex. 1007, 36:10-39:19.
Thus, we never used or studied anything that could be described as a “dosing
regimen.”

A. IVAX AND SERONO PARTNERSHIP

18.  Around 2002, IVAX entered into an exclusive worldwide product
development and license agreement with Ares Trading, S.A., an affiliate of Serono,
S.A., (collectively, “Serono”) for the development and commercialization of an
oral formulation of cladribine for the treatment of multiple sclerosis. Under this
joint research and development agreement with Serono, [IVAX was responsible for
developing an oral formulation of cladribine. While IVAX developed an oral
formulation of cladribine, Serono would develop a potential dose and dosing
regimen, design and conduct Phase III clinical trials, obtain regulatory approval,

and market and sell the final product for treating multiple sclerosis.
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B. INVENTION OF THE COMPLEX CLADRIBINE-
CYCLODEXTRIN COMPLEX

19.  After my team and I began developing different oral formulations of
cladribine, we first filed for a U.S. provisional patent application, U.S. Patent
Application No. 60/458,922 (“°922 Provisional”), on March 24, 2003. The ’922
Provisional was directed to particular cladribine-cyclodextrin complexes that
IVAX had in development, including complexes isolated by freeze-drying
(lyophilizing) cladribine and cyclodextrin. Ex. 2044, 1.! The *922 Provisional did
not contain any proposed or suggested dosing regimen using cladribine
formulations for treating MS. Ex. 2044, 1-18. I am the sole named inventor of the
’922 Provisional.

20. IVAX also filed U.S. Application No. 60/484,756 (“’756
Provisional”) on July 2, 2003. The *756 Provisional was directed to particular
cladribine-cyclodextrin complexes that IVAX had in development. Ex. 2045, 1-2.
The *756 Provisional did not contain any proposed or suggested dosing regimen
using cladribine formulations for treating MS. Ex. 2045, 1-15. 1 am the sole

named inventor of the 756 Provisional.

I All citations to Patent Owner’s Exhibits are in reference to Patent Owner’s

exhibits filed contemporaneously in [IPR2023-00049 and IPR2023-00050.
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21. IVAX additionally filed U.S. Application No. 60/541,247 (“°247
Provisional”) on February 4, 2004. The ’247 Provisional was directed to oral
formulations of cladribine that IVAX had in development. Ex. 2046, 1:3-5. In
particular, it was directed to solid oral dosage forms containing an amorphous
mixture of different cladribine-cyclodextrin complexes. Ex. 2046, 4:25-27. 1 am
the sole named inventor of the *247 Provisional.

22. Tunderstand that on March 25, 2004, IVAX also filed two provisional
patent applications, both entitled “Cladribine Regimen for Treating Multiple
Sclerosis.” Both applications were cited in the Bodor PCT. *049 Ex. 1007, 23:24-
29;°050 Ex. 1007, 23:24-29. I do not believe I or Dr. Dandiker are named as an
inventor on either. I am not aware of the subject matter of either application. I am
not aware of anyone at [IVAX who was working on developing or researching a
cladribine dosing regimen for treating MS, nor anyone at IVAX who invented a
cladribine dosing regimen for treating MS. Counsel have provided me with an
amendment from the prosecution history of U.S. Patent No. 8,785,415, which is a
U.S. patent related to the Bodor PCT and Bodor ’328. The amendment says:

These were provisional applications which were abandoned without

the filing of non-provisional applications based thereon. Further, they

were not for inventions of the present inventors and belonged to a

former assignee. They were not made available to the public. In the
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parent case, now patented (Application No. 12/986, 310), the sentence

in question was deleted during prosecution, by an amendment made

October 3, 2008. Accordingly, page 23 of the specification has been

amended to delete the final sentence on page 23, consistent with the

parent.

Ex. 2047, 10. I have no reason to doubt the amendment is accurate. The
reference to these two provisional patent applications was similarly removed from
Bodor ’328. Ex. 2072, 3.

23. On March 26, 2004, IVAX filed the Bodor PCT Application, WO
2004/087101. The Bodor PCT named me and my colleague Dr. Dandiker as
inventors. The Bodor PCT was directed to oral formulations of cladribine that
IVAX had in development. In particular, it was directed to solid oral dosage forms
containing an amorphous mixture of cladribine-cyclodextrin complexes.

24.  On November 14, 2006, IVAX filed Bodor ’328. Bodor 328 claimed
priority to the Bodor PCT and named me and my colleague Dr. Dandiker as
inventors. Bodor *328 was directed to oral formulations of cladribine that IVAX
had in development. In particular, it was directed to solid oral dosage forms
containing an amorphous mixture of cladribine-cyclodextrin complexes. It

contains essentially the same disclosure as the Bodor PCT.
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25.  The amorphous cladribine-cyclodextrin complexes described in the
Bodor PCT and Bodor ’328 contain an “amorphous admixture of (a) an amorphous
inclusion complex of cladribine with an amorphous cyclodextrin and (b)
amorphous free cladribine associated with amorphous cyclodextrin as a non-
inclusion complex.” ’049 Ex. 1007, 14:12-14; 050 Ex. 1007, 14:12-14. Because
this formulation contains both an inclusion complex and a non-inclusion complex
of cladribine, it can be called a “complex cladribine-cyclodextrin complex.” ’049
Ex. 1007, 16:27; 050 Ex. 1007, 16:27. This complex cladribine-cyclodextrin
complex can “be saturated with cladribine.” ’049 Ex. 1007, 14:16; 050 Ex. 1007,
14:16. This allows “cladribine [to cyclodextrin] weight-ratios of from about 1:10
to 1:16.” °049 Ex. 1007, 31:18-20; 050 Ex. 1007, 31:18-20. This composition
can be created, for example, by adding cladribine to a dilute solution of
cyclodextrin at elevated temperature until it is saturated and then freeze drying
(Iyophilizing) it. *049 Ex. 1007, 12-21, 26-33; °050 Ex. 1007, 12-21, 26-33.

26. I understand that certain disclosures in Bodor ’328, which are similar
to disclosures in the *247 Provisional and the Bodor PCT, are at issue in the inter
partes review proceedings. Specifically, Bodor *328 states:

At the present time, it is envisioned that, for the treatment of multiple

sclerosis, 10 mg of cladribine in the instant complex cladribine-

cyclodextrin complex in the instant solid dosage form would be

10
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administered once per day for a period of five to seven days in the

first month, repeated for another period of five to seven days in the

second month, followed by ten months of no treatment.

’049 Ex. 1029, 13:19-25; °050 Ex. 1029, 13:19-25. The Bodor PCT
contains the same language. *049 Ex. 1007, 23:15-20; *050 Ex. 1007, 23:15-
20. The 247 Provisional contains similar language:

At the present time, it is envisioned that, for the treatment of multiple

sclerosis, 10 mg of cladribine in the instant complex cladribine-

cyclodextrin complex in the instant solid dosage form would be
administered once per day for one week in the first month, repeated

for another week in the second month, followed by ten months of no

treatment.
Ex. 2046, 20:6-10.

27.  Neither myself nor my team, including Dr. Dandiker, developed,
researched, or invented the above dosing regimen. Indeed, no one on my team at
IVAX developed, researched, or invented any cladribine dosing regimen for
treating MS. I do not consider this regimen to be my invention, and it was not
claimed in Bodor ’328, nor was it claimed in the Bodor PCT or the other

corresponding U.S. patent, No. 8,785,415. Ex. 1029; Ex. 1007; Ex. 2029.

11
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28.  To the best of my knowledge, pursuant to the joint research and
development agreement, Serono was responsible for any research and development
regarding proposed dosing regimens to be used in Phase III clinical trials of the
oral cladribine formulation that my team and I developed.

29. T understand that from 2002 to 2004, teams at IVAX and Serono
regularly held joint team meetings discussing the progress of the cladribine project,
and also communicated about the project via e-mail. Because Serono researchers
were the only group in the [VAX-Serono collaboration working on proposed
dosing regimens of cladribine for treating MS, it is highly likely that, prior to
February 4, 2004, Serono communicated the above dosing regimen disclosed in
Bodor 328, the *247 Provisional, and the Bodor PCT to other people at IVAX,
including Dr. Dandiker, Dr. Marcus, and others, through meetings and emails
pursuant to the joint research and development agreement.

30. T am not aware of any evidence suggesting anyone at [IVAX
developed the regimen in Bodor *328, the *247 Provisional, and the Bodor PCT.
Nor am [ aware of any evidence suggesting Serono did not communicate these
regimens to other people at [IVAX before February 2004.

31. Insigning this declaration, I understand that the declaration will be
filed as evidence in a contested case before the Patent Trial and Appeal Board of

the United States Patent and Trademark Office. I acknowledge that I may be

12
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subject to cross-examination in this case and that cross-examination will take place
within the United States. If cross-examination is required of me, I will make my
best effort to appear remotely for cross-examination within the United States, to
the extent it is safe for my health.

32. Iam 85 years old, and affected by health conditions that make me
reliant on a cardiac pacemaker and make sitting for cross-examination difficult and
taxing for me. My cardiac health does not affect my memory, my mental acuity, or
my ability to answer questions accurately in any way. However, it does make me
especially sensitive to stress, and I suffered adverse health reactions after sitting for
cross-examination at a recent deposition in related Inter Partes Review
proceedings in which I submitted a declaration concerning the same subject matter
as the present declaration (IPR2023-00480 and IPR2023-00481). As aresult, I do
not believe it would be safe for my health to sit for cross-examination in this case.

33. IfI am required to attend a deposition for cross-examination, I will
make my best effort to be available remotely (within the United States) to answer
questions. However, | believe the following limitations would be necessary to
minimize the negative impact on my cardiac health: (1) limiting the length of any
cross-examination as much as possible to minimize the cumulative health impact
of prolonged stress, including by avoiding repetition of questions and topics I was

already asked by counsel for Hopewell in the related Inter Partes Review

13



[PR2023-00049, IPR2023-00050
U.S. Patent Nos. 7,713,947, 8,377,903

proceedings (IPR2023-00480 and IPR2023-00481); and (2) allowing me to attend
remotely from my home or office. I am not willing to risk my health by sitting for
more than one hour of cross-examination:

34. Ideclare that all statements made herein of my knowledge are true,
and that all statements made on information and belief are believed to be true, and
that these statements were made with the knowledge that willful false statements

and the like so made are punishable by fine or imprisonment, or both, under

Section 1001 of Title 18 of the United States Code.

Dated: February 29, 2024 By: _LA‘/L*/LS M_

Nicholas Bodor, Ph.D., D.Sc., d.h.c., HoF

14
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