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9 Exh 2180 Copy of Exhibit C to Exhibit 1097 44 Also present: Connie Hansen, videographer
10 Exh 2181 Copy of Exhibit C to Exhibit 1097 55 6
11 Exh 2182 Copy of Exhibit C to Exhibit 1097 58 7 =======================-=
12 8
13 (Previously marked exhibits) 9 THE VIDEOGRAPHER: Good morning,
14 Bxh 1003 P?p?tﬁy f?glonhnelr!' dHorTO”"f' 46 10 We are now on the record. My nameis
5 impact of the 17 aipha-hydroxylase 11 Connie Hansen. 1'm avideographer for
Exh 1004 Abstract by Glenn Gerber 109 12 Golkow Technologies. Today isApril 24th,
16 13 2017, and thetimeis9 am. Thisvideo
Exh 1005 Patent 5,605,213 118 14 deposition is being held in Madison,
17 15 Wisconsin, in the matter of
Exh 1025 Excerpt from Harrison'sInternal 32 16 Mylan Pharmaceuticals, et a., versus
18 Medicine 17 Janssen Oncology, Incorporated. The deponent
19 Exh 1097 Dr. Bantle's Declaration 6 18 is John Bantle.
20 (AtéaChe_d to the%rg ”a'altlranscr'sg 19 If counsel would please identify
- and copies provided to dl counsel) 20 yourselves and then the court reporter,
21 Taunia Northouse, will swear in the witness.
22 REQUESTS e ’
- o) i 22 MR. KRAUSE: Todd Krause of
24 (Original transcript filed with Attorney Krause, 23 Sidley Austin for Janssen Oncology, Inc.,
copies provided to all counsel) 24 patent owner.
25 25 MS. GREB: Emily Greb of
Page 3 Page 5
1 DEPOSITION of JOHN BANTLE, M.D., awitness 1 Perkins Coie on beha|f Of Pe““oner My'an
2 of lawful age, taken on behalf of the the patent .
3 owner, wherein Mylan Pharmaceuticals, Inc., is 2 MR. SWANSON: Robert SNanson on
4 Petitioner, and Janssen Oncology, Inc., is the patent 3 behalf of Mylan aswell from Perkins Coie.
5 owner, before the United States Patent and Trademark 4 MR. HAUER: Ryan Hauer from
6 Office, pursuant to notice, before Taunia Northouse, . ‘e
7 aRegistered Diplomate Reporter and Notary Publicin ° Winston & Strawn for the petitioners.
8 and for the State of Wisconsin, at the offices of 6
9 Perkins Coie, Attorneys at Law, One East Main Street, 7 JOHN BANTLE, M.D.,
10 Suite 201, in the City of Madison, County of Dane, : . ;
11 and State of Wisconsin, on the 24th day of April 8 cal I.e(_j as awitness, being first duly sworn,
12 2017, commencing at 9 o'clock in the forenoon. 9 testified on oath as follows:
13 10
14 APPEARANCES
15 EMILY J. GREB, Attorney 1 EXAMINATION

12 By Mr. Krause:

13 Q Good morning, Dr. Bantle.

14 A Good morning.

15 Q Can you please state your name and home address

16  for therecord.
17 A John Bantle, 1865 Hillcrest Avenue, St. Paul,
18  Minnesota

19 Q Haveyou ever been deposed before?
20 A No.
21 Q Thereareafew pointsthat I'd like to review

22 before we get started. If | ask aquestion that's
23 not clear or you don't hear me, please let me know
24 so|l canask the question again. If you answer,

25  I'll assume that you understood and heard my
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Page 6 Page 8
1 question; okay? 1 Q Sowhen you'retalking about adrenal
2 A Yes 2 insufficiency, you're referring to a deficiency or
3 Q Andwe have a court reporter taking down your 3 insufficiency of al of the adrenal steroids; is
4 answersto my questions, so pleasetry to give 4  that correct?
5 verbal answersto my questions; okay? 5 A Waell, at least the ones that are necessary for
6 A Yes 6  heath and maintenance of life.
7 Q Well try to take breaks about every hour or so. 7 Q And which are those?
8 Pleaselet meknow if you need abreak. I'll 8 A Those would principally be the glucocorticoids and
9 finish whatever question I'monandwecantakea | 9  the mineralocorticoids.
10  break. Isthat understood? 10 Q And what are the necessary glucocorticoids?
11 A Yes 11 A Themost important is cortisol.
12 Q Isthereany reason you cannot give complete and | 12 Q And are there others?
13  accurate testimony here today? 13 A There are other glucocorticoids, but they're
14 A No. 14  basicaly precursorsto cortisol, such that they
15 Q I'vehanded you a document that's been marked as 15  occur in the process of developing the cortisol
16  Mylan Exhibit 1097. Isthisyour declaration? 16 molecule, and they're not usually important in
17 A It appearsto be, yes. 17  meeting body needs or maintaining normal adrenal
18 Q Isthat your signature on the last page of the 18  function.
19  declaration? 19 Q Isit truethat other glucocorticoids -- strike
20 A Yes itis. 20 that. Isit truethat other steroids other than
21 Q Wasthe declaration marked as Exhibit 1097 an | 21  cortisol have glucocorticoid activity?
22 accurate statement of the opinions that you've 22 A Yes, thatistrue.
23 reached in this case? 23 Q Andisit truethat those steroids contribute to
24 A Yes. 24 the glucocorticoid activity in the body?
25 Q Arethere any errorsin your declaration or -- 25 A | would haveto qualify my yes and say that |
Page 7 Page 9
1 A None of which I'm aware. 1 don' think they usually do because they're not
2 Q Okay. Doctor, well betalking alot about a 2 produced in significant amounts. They're simply
3 person of ordinary skill in the art today. When | 3 precursorsto cortisol.
4  refer to person of ordinary skill in the art or 4 Q How isadrenal insufficiency diagnosed?
5 POSA, P-O-S-A, I'm referring to a person as you've 5 A Wadll, the definitive test would be something
6 defineditinyour expert report. Isthat 6 caled ACTH stimulation test referred to in this
7  understood? 7  document as a Synacthen test.
8 A Yes. 8 Q If aperson of ordinary skill in the art wanted to
9 Q Andwhen we talk about the person's knowledge, it 9  determine whether a patient had adrenal
10 refersto that person's knowledge as of 10 insufficiency, what test or tests would that
11 August 25th, 2006. Isthat also understood? 11  physician want to do?
12 A Yes 12 A Wall, if one wanted to definitively make the
13 Q Your report uses the terms adrena insufficiency, 13  diagnosis, one would do the Synacthen test.
14  low adrenal reserve, and mineralocorticoid excess. 14 Q Arethereany other tests that an individual would
15 What do you mean by adrenal insufficiency? 15  want to perform or have performed?
16 A Adrena insufficiency would be a situation where 16 A Yes. | think occasionally one might smply
17  theadrena glands have failed or arein the 17  measure baseline cortisol value, typicaly first
18  process of failing, where symptoms are produced, 18  thing in the morning when cortisol values are
19  andif diagnosisis not made and treatment 19 highest. Andif that cortisol value meetsthe
20  provided, death can ensue. 20 threshold for full adrenal cortisol function, then
21 Q Isit the same as glucocorticoid deficiency? 21  onedoesn't need to do the test.
22 A No. | would view that as somewhat different. 22 Q Arethere any other tests that a physician would
23 With glucocorticoid deficiency one has not enough 23 want to do in determining whether a patient has
24 of aparticular kind of adrenal hormone and may 24 adrenal insufficiency?
25  have adequate amounts of other things. 25 MS. GREB: Objection. Vague asto
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Page 10
1 time.

2 Q You can go ahead and answer the question.
3 A I'mtoanswer anyway. Definitely the Synacthen
4  testisthe most important. There are other tests
5  that could be done that might provide insight, but
6 to makethe diagnosis definitively, one would do
7  the Synacthen test.
8 Q Isthat truetoday?
9 A Yes
10 Q Asitwasin August of 2006?
11 A Wecal it something different, but yes, that is
12 truetoday.
13 Q Fair enough. To aperson of ordinary skill in the
14  artin 2006, would patients' symptoms play any
15 roleinthediagnosis of adrenal insufficiency?
16 A Yes. Typicaly symptoms might be thefirst clue

17  totesting for the condition. Although I think

18 it'simportant to say the symptoms are not very

19  specific, things like fatigue, which most of us

20 have, at least fromtimetotime. Soit createsa

21  probleminthat the diagnosisis often overlooked
22 because the symptoms are nonspecific.

23 Q And do the symptoms become accentuated as the
24 disease progresses?

25 A Yes. Asthe disease progresses, more symptoms

Page 12
1 the17-alpha-hydroxylase activity?
2 A Hydroxylase at the 17 position on the molecule.
3 Q Okay. And theother isa1720-lyase activity; is
4 that correct?
5 A Yes, cleaves off two carbon atoms from the
6 molecule.
7 Q If aperson of ordinary skill in the art in 2006
8  were concerned about the potential inhibition of
9 the CYP17 enzyme and the potential development of

10 adrend insufficiency inlight of that, what test
11 would that person of ordinary skill want to

12 perform to determine whether or not the patient
13  had adrenal insufficiency or was developing

14  adrend insufficiency?

15 A Synacthen test would be | think the definitive

16 test.

17 MS. GREB: Objection. Vague. And
18 I'd just remind you to give me a second to
19 object.

20 THE WITNESS: I'm sorry.

21 MS. GREB: That's okay.

22 Q How would a person of ordinary skill in the art
23 diagnose whether or not a patient had inhibited
24  17-apha-hydroxylase activity?

25 MS. GREB: Objection. Vague.

Page 11
appear and definitely would indicate something is

1

2 wrong and would, | think, cause a doctor who has
3 insight and competence to begin to wonder about
4  adrenal insufficiency asthe cause of the

5 symptoms. But because the symptoms are so

6  nonspecific, the diagnosis is often overlooked.

7 Q How would aperson of ordinary skill inthe artin
8 2006 diagnose a patient if they were concerned

9  about CYP17 inhibition?

10 MS. GREB: Objection. Vague.

11 A Yes. Canyou restate that?

12 Q Sure. Well, let'sback up alittle bit. Have you
13  heard theterm CYP17?

14 A Yes.

15 Q AndwhatisCYP17?

16 A CYP17 isthe short name for 17-alpha-hydroxylase,
17  1720-lyase, L-Y-A-S-E, which isan enzyme that's
18 important in cortisol production by the adrenal

19 glandsand aso important in the production of

20 adrena and testicular androgens.

21 Q AndsoCYP17isanenzyme; isthat correct?

22 A Yes.

23 Q And that enzyme has two activities; is that right?
24 A Correct.

25 Q And those two activities as you recited, oneis

Page 13
1 A Weéll, the Synacthen test would give information as

to whether or not cortisol production remained
adequate, and if there was inhibition of an
enzyme, it should not be adequate. And then
someone might look for other things that might be
abnormal, like low DHEA or low androstenedione.

Q When you say one might, would that be part of what
aphysician in your view, aperson of ordinary
skill in the art, would do in his or her

10 diagnosis?

11 A | think it's hard to say for sure what one might

© 00N O WDN

12 do. It'ssuch an uncommon situation that most
13 endocrinologists will never encounter it in their
14  career, but | think that would be what | would do.

15 Q Butisit fair to say you don't know what a person

16  of ordinary skill in the art would do?
17 MS. GREB: Objection. Misstates
18 prior testimony.

19 A Should | till answer?

20 Q Yeah. You can go ahead and answer.

21 A Yes. | think -- | think so.

22 Q And how would a person of ordinary skill in the
23 art diagnose a patient if she or he were concerned
24 that that patient had an inhibited 17-lyase

25  activity -- 1720-lyase activity?
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Page 14
1 MS. GREB: Objection. Vague.

2 A Anisolated defect in the lyase?

3 Q Yes, Doctor.

4 A | think one would still want to do the Synacthen

5  test to confirm cortisol production is normal.

6  And then one would want to measure DHEA,

7  androstenedione, A-N-D-R-O-S-T-E-N-E-D-1-O-N-E,
8 andinaman testosterone.

9 Q Isittruethat just because a patient has alow

10  cortisol level, that does not mean that they have
11 adrenal insufficiency?

12 MS. GREB: Objection. Incomplete
13 hypothetical.

14 A If they have alow cortisol after a Synacthen
15 stimulation test, they have adrenal insufficiency.
16 Q If onewerejust looking at the cortisol level --
17 A Yes.

18 Q -- would the cortisol -- would alow cortisol

Page 16
1 acortisol valuein the Synacthen test that does
2 not meet the threshold for normal.
3 Q Andwhat isthethreshold for normal in your view?
4 MS. GREB: Objection. Vague asto
5 time.
6 A It would be 500 nanomoles per liter or
7 18 micrograms per deciliter, depending on which
8  measure you would like to use.
9 Q Would aperson of ordinary skill in the art
10 believethat isthe threshold for normal?
11 A Well, there's some debate about what normal is.
12 Andthe literature would suggest there is some

13 wigglein that threshold. Some people say it

14  needsto be 20 micrograms per deciliter based on
15 dataintheliterature. Otherssay 18is

16  sufficient. But it's approximately the same.

17 Q What are the symptoms of low adrenal reserve?
18 A The symptoms of low adrenal reserve may be none.

19 level alone mean that a patient has adrenal 19  Inother instances there might be fairly
20 insufficiency? 20  nonspecific symptoms like fatigue, poor appetite,
21 A If itislow after Synacthen administration, in my 21 lack of energy, and stamina.
22 opinion, yes. 22 Q And why would a person of ordinary skill in the
23 Q And your declaration also refersto low adrenal 23 art believelow adrena reserve could be an issue
24 reserve. What islow adrenal reserve? 24 for patients?
25 A Low adrena reserve might be considered the 25 A A low adrenal reserve would be an important issue
Page 15 Page 17
1 forerunner to adrenal insufficiency where adrenal 1 becausethat individual will probably do finein
2 functionis partially compromised but not yet 2  day-to-day life aslong as nothing stressful
3 fully compromised such that a person might be able 3 happens. But should that person becomeill, say
4 tomeet basic cortisol production needs but could 4 develop pneumonia or some significant illness, or
5  not augment cortisol production at times of great 5  should that person require surgery, perhaps urgent
6  stress. 6  surgery, they could quickly decompensate because
7 I've been warned that using analogiesis 7  of thelow adrenal reserve and inability to
8  probably not agood ideain this proceeding, but | 8 augment cortisol production aswould be necessary
9 can't help myself in this caseto say low adrenal 9  tomeet the stress.
10  reserve might be like a car whose engine is not 10 Q What illnesses could lead to a decompensation with
11 working properly and can only go 30 miles an hour. 11  respect to low adrenal reserve?
12 You can get around town okay in that car, but take 12 A All sortsof illnesses. The more serious the
13 it out on the freeway and you're likely to have 13 illness, the more likely the patient would be
14 trouble. 14  compromised. Pneumonia, as| previously
15 Q And how islow adrenal reserve diagnosed? 15 mentioned, would be one that comes immediately to
16 A It would usualy be diagnosed by the Synacthen 16  mind. Any sort of infectious process would
17 test. 17  potentially put the person at risk. Numerous
18 Q Arethere any other methods a person of ordinary 18  other medical conditionsthat provide major stress
19  skill inthe art would use in determining 19 for the body would potentially lead to
20  definitively whether or not a patient had low 20  decompensation.
21  adrenal reserve? 21 Q To your knowledge, does metastatic resistant --

22 A No, | don't think so.

23 Q And when you refer to low adrena reserve, how do
24 you define low?

25 A Low adrena reserve would be defined as achieving

22 (Reporter interrupts)

23 Q To your knowledge, does metastatic resistant --
24  I'msorry, let me start that again. To your

25  knowledge, does metastatic castrate resistant
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