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1 TUESDAY, SEPTEMBER 26, 2023, 9:25 A M 1 Q  Wen did you neet with counsel ?
2 LCS ANGELES, CALIFCRN A 2 A That was yesterday.
3 --0(-- 3 Q Howlong did you meet with counsel for?
4 THE IDEORAPHER ~ V¢'re now on the record. | 4 A Approximately seven to eight hours.
5 M/ nane i s Kevin Johnson. |'ma 5 Q  You said you reviewed your declaration.
6 videographer for Lexitas. This is a video 6 That's been narked as Exhibit 1. You have that
7 deposition for the United States District Court for 7 before you; correct?
8 the Mddle District of North Carolina. Today's 8 (Defendant's Exhibit 1 was narked.)
9 date, Septenber 26, 2023, and the time is 9:25 a.m, 9 THE WTNESS:  That's correct.
10  Pacific tine. 10 BY DR WALTER
11 This deposition is being held at 865 South 11 Q Is there anything you wish to change in your
12 Figueroa Sreet, 10th Hoor, Los Angeles, California |12 declaration?
13 90017, in the matter of Natera, Inc., versus 13 A | do not.
14 Neogenom cs Laboratories, Inc. 14 Q MNow in your declaration, you present
15 Qur deponent is Dr. Mchael Mtzker. 15 opinions on whether the RaDaR product infringes two
16 Al counsel will be noted on the 16 patents; is that correct?
17  stenographic record and our court reporter today is |17 A That is correct.
18  Cheryl Scott. 18 Q And you al so present opinions on whether the
19 You nay now swear in the witness. 19 Signatera product enbodies those two patents?
20 --0-- 20 A That is correct.
21 Wher eupon, 21 Q  And presenting your opinions on
22 M CHAEL L wNETZKERomPRP, | edas | 22 jnfringement, were you confident that you understood
23 having been cal I ed as a witness, 23 how the RaDaR product worked?
24 was duly sworn by the court reporter 24 A Based on the docunents that were availabl e
25 and testified as fol |l ows: 25 toneat thetine | submitted ny report.
Page 7 Page 9
1 EXAM NATI ON 1 Q And since that time, have you cone across
2 BYDR WALTER 2 any information that changes your understanding of
3 Q ood morning. Please state your nane and 3 how the RaDeR product works?
4 address for the record. 4 A | have not.
5 A od norning. M name is Mchael Metzker, 5 Q Is there any aspect of the RaDaR product
6 Me-t-z-k-e-r. M hone address is 12015 Surrey 6 that you feel you didn't understand?
7 Lane, S-u-r-r-e-y, Houston, Texas, 77024. 7 A N
8 Q  ne reminder before we get started is that 8 Q  Your declaration does not include opinions
9 we have a court reporter taking everything down. So | 9 related to the doctrine of equivalents; correct?
10 1'd ask that you wait for ne to finish ny questions |10 A | believe that is correct.
11  before you start your answer. 11 Q Vés there anything that prevented you from
12 Do you understand that? 12 offering opinions related to the doctrine of
13 A | do. 13 equival ents?
14 Q Wat did you do to prepare for your 14 DR SRINVASAN (bjection. Qutside the
15 deposition today? 15  scope.
16 A | reviewed ny declaration. 16 THE WTNESS: Not that |'maware of.
17 Q Didyoureviewany other naterials to 17 BY DR WATER
18 prepare for your deposition besides your 18 Q  Does your declaration include any opini ons
19  decl aration? 19 related to the topic of invalidity of the two
20 A | would have reviewed the patents in suit, 20 patents that are at issue in this case?
21 and | woul d have revi ened docunents cited in ny 21 A It does not.
22 declaration. 22 Q Have you forned any opinions related to the
23 Q Ddyoumeet with the counsel to prepare for |23 topic of invalidity?
24 your deposition today? 24 DR SRINVASAN (pjection. Qutside the
25 A | did 25  scope.
www.LexitasLegal.com/Premier Lexitas 888-267-1200 Pages 69
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1 THE WTNESS:  As | sit here today, | have 1 Q  Wat other docunents have you revi ened?
2 not, but that may change in the future. 2 A There were a bolus of docunents produced
3 BYDR WALTER 3 over the weekend that | have also briefly reviewed.
4 Q  Qur understanding is that you don't plan to 4 Q  And what were those docunents?
5 present opinions oninvalidity inthis case; is that | 5 A Generally, there were sone poster
6 correct? 6 presentations and then there were a nunber of work
7 A 1I'll give you the sane answer as | sit here 7 instructions.
8 today, that -- that is true but that may change in 8 Q  They were standard operating procedures?
9 the future. 9 A | believe one had a designation of an SCP.
10 Q Wyisit that, at this tine, you don't plan |10 Q  And how many docunents were you given to
11  to present opinions on invalidity? 11 review over the weekend?
12 DR SRINVASAN (pjection. Qutside the 12 A | don't know the exact nunber.
13 scope. 13 Q And for what purpose did you review those
14 THE WTNESS: | have not been asked to do so |14  docunents?
15 yet. 15 DR SRINVASAN (bjection. Vague.
16 BY DR WALTER 16 THE WTNESS:  Veél|, as an expert, | was
17 Q Are you prepared to testify on the subject 17  review ng docunents that were presented in the case
18 of invalidity here today? 18 to make a determnation whether the additional
19 DR SRINVASAN (bjection. Qutside the 19 information would change ny opinions or not, and in
20 scope. 20 this case, they did not.
21 THE WTNESS: | amnot . 21 BYDR WATER
22 BYDR WATER v Lexitasl.egal com/Prermier Lexias | 97 Q  Vés there any other purpose for which you
23 Q@ Gkay. You understand that you need to 23 reviewed those docunents?
24 answer questions today |'mgoing to pose to you 24 DR SRINVASAN (bjection. Vague.
25 unless you're instructed not to answer for reasons 25 THE WTNESS: No.  Not over the weekend.
Page 11 Page 13
1 related to privilege; correct? 1 N
2 A | do understand that. 2 BYDR WATER
3 Q Ae you avare that on Friday of last week, 3 Q Have you reviewed the file histories for the
4 Neogenomcs submitted an interrogatory response to 4 patents that are at issue in this case?
5 NMNaterarelated to the topic of invalidity? 5 A Yes.
6 A |'mavare of that. 6 Q Do you know how nuch time you spent
7 Q@  Have you reviewed that? 7 reviewing the file histories that are at issue in
8 A | have briefly reviewed that docunent. 8 this case?
9 Q  For what purpose did you review that 9 A | do not.
10 docunent ? 10 Q Now this declaration that's been narked as
11 A Just so | had an understanding of what 11  Exhibit 1, do you know how much tine you spent
12 Neogenomics's positions were. 12 preparing that declaration?
13 Q And are you prepared to testify on that 13 A | don't know the exact nunber.
14 today? 14 Q Do you have an estinmate?
15 DR SRINVASAN (bjection. Vague. 15 A | nay have spent anywhere from75 to a
16 THE WTNESS: VelI, | did not include it in |16 hundred hours.
17 ny report, and if presented, | guess | would try to |17 Q Let's look at paragraph 88 of that
18 answer questions as best | could with the know edge |18 declaration -- actually, let's go to paragraph 100
19 that | have currently. 19 of that declaration.
20 BY DR WALTER 20 A Yes, |"'mthere.
21 Q@ Since preparing your declaration, have you 21 Q You refer to a preanplification step that
22 reviewed any further docunents that Neogenonics has |22 you contend is used in RaDaR in paragraph 100.
23 produced in this case besides the interrogatory 23 Do you see that?
24 response? 24 A | seethat inthe first sentence of
25 A Yes. 25 paragraph 100.
www.LexitasLegal.com/Premier Lexitas 888-267-1200 Pages 10-13
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1 Q  And where is that preanplification stepin 1 listen the whole tine.
2 the diagramthat you refer to in paragraph 100? 2 DR HABERNY: Ckay. | just want to make
3 A Sol'mlooking at ny declaration at page 57, | 3 sure.
4 and there's a figure. And at the top of the figure, | 4 (D scussion off the record.)
5 tothe left-hand side, there's a box that says 5 DR HABERNY: This is all public
6 "preanp," and that would indicate the 6 information.
7 preanplification step; and then there's al so another | 7 THE WTNESS: M. Vélter, can you repeat the
8 step called "access array IFC" 8 question, please.
9 Q Do you know what "access array |FC' is? 9 BYDR WATER
10 A Yes. 10 Q These tail adaptors that are referred toin
11 Q Wat is that? 11 daiml2, those are the tail adaptors that were
12 A It's a device produced by Fluidigmfor doing |12 referred to in step 1A of the '035 patent; correct?
13 miltiple reactions in a very small vol une 13 A Yes.
14 instrunent. 14 Q Al right. And paragraph 108 of your
15 Q@ Now you state in paragraph 100: 15 report, the last full sentence, you state:
16 "Forshewillustrates in a first round of 16 "According to Defendant, Gale (2018) uses
17 PR anplifying the tagged products one or nore 17 the eTAm Seq technol ogy that enploys barcoding PCR
18 tinmes to generate final anplification products.” 18 using universal tailed adaptors.”
19 Do you see that? 19 Do you see that?
20 A | do. 20 A If | can have a nonent to reviewthe
21 Q And that first round of PCRis the process 21 paragraphs.
22 that is referred to in theditmgeemmas  preanp. " ‘e | 22 | do see the last sentence that refers to
23 I's that right? 23 @le using eTAm Seq technol ogy that enpl oys barcode
24 A It is preanp, and it's also inclusive of the |24 PCRusing universal tail adaptors, but those aren't
25 access array | FC 25 the only tail adaptors in the nethod.
Page 15 Page 17
1 Q MNow at the end of that preanp and access 1 Q You contend that Qaim12, the claimelenent
2 array IFC the anplified products do not yet have 2 that refers to the use of tail adaptors, is
3 barcodes or sequencing tags; is that correct? 3 satisfied through the use of the universal tail
4 A That is correct. 4 adaptor that you contend are included as part of the
5 Q Let's go to paragraph 108 of your 5 barcoding PR correct?
6 declaration. 6 A \Vell, as | just testified, those are one of
7 A Yes, I'mthere. 7 the tail adaptors. There are other tail adaptors in
8 Q  Here, you're opining on daim12; correct? 8 the nethod.
9 A Is your question to paragraph 108? 9 Q That wasn't ny question.
10 Q  Ves. 10 Do you contend that the universal tail
11 A That is correct. 11 adaptor claimelenent of Qaim12 of the '035 patent
12 Q@ (daiml2refers to the nethod of daiml, 12 is satisfied by universal tail adaptors that you
13 where one or nore universal tail adaptors conprised |13 contend are included as part of the barcoding PCRin
14 of first universal tail adaptor and a second 14 RaDaR?
15 universal tail adaptor; correct? 15 A | will give you the sane answer. It's
16 A That is correct. 16 included, but it's not conpletely satisfied as there
17 Q And those tail adaptors that are referred to |17 are other tail adaptors in the nethod.
18 in daiml2, those are the tail adaptors that are 18 Q Ckay. You contend that one way that the
19 referred toin step 1A of aiml of the '035 19 universal tail adaptor of Qaim12 of the '035
20 patent. 20 patent is satisfied is through the use of the
21 I's that correct? 21 universal tail adaptors that are included in the
22 DR HABERNY: Counsel, is this designated 22 barcoding PCR correct?
23 confidential or not? Just because all this is 23 A They can be included, but they're not
24 public infornation. 24 exclusive just to the barcoded tail adaptors.
25 DR WALTER |'ve been letting the fellow 25 Q That's not ny question.
www.LexitasLegal.com/Premier Lexitas 888-267-1200 Pages 14-17
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1 Jaiml12 refers to universal tail adaptors; 1 barcoding; correct?
2 correct? 2 A If | can have a nonent to get to that
3 A It refers to one or nore universal tail 3 section on ny declaration.
4 adaptors, not just atail adaptor. 4 And your questionis related to the ' 035
5 Q  You contend that that claimelenent of one 5 patent daimilB?
6 or nore universal tail adaptors is satisfied by the 6 Q  Yes.
7 use of the barcoding PCR that you contend i ncl udes 7 A Can you repeat the question, please?
8 universal tail adaptors in RaDaR correct? 8 Q That refers to a barcode.
9 DR SRINVASAN (pjection. Asked and 9 A Well, there's several lintations, one of
10  answvered. 10 which is a wherein. (ne of the anplifying steps
11 THE WTNESS: M answer to your questionis |11 introduces a barcode and one or nore sequencing
12 it is one of the tail adaptors, but it's not 12 tags.
13 exclusively the only tail adaptor that satisfies -- |13 Q Wat is a barcode?
14  satisfies daiml2. 14 A Can you be nore specific?
15 BY DR WALTER 15 Q Wll, indamilBof the '035 patent, we've
16 Q kay. Now after the barcoding PCR that 16 established that it refers to a barcode. Wat do
17 takes place in RaDaR are you aware of any further 17 you understand that to be?
18 anplification steps that are used in RaDaR? 18 A WlI, generally a barcode for sequencing
19 DR SRINVASAN (bjection. Vague. 19  purposes woul d be a DNA sequence that has either
20 THE WTNESS:  Yes. 20 been selected or random zed that provides
21 BYDR WALTER 21 information either related to a sanple or a
22 Q  Wat anplificatiomstepsdoryou believe tetes |22  particular fragnent.
23 there are following the barcoding PCR in RaDaR? 23 Q The barcode is used to either identify the
24 A Soas | understand it, the sequencing 24 sanple or the particul ar DNA fragment.
25 platformthat's used is the Illumna platform And |25 I's that right?
Page 19 Page 21
1 the Illumna platformrequires a bridge 1 A VeIIl, I'mtalking generally. |'mnot
2 anplification to take place before sequencing takes 2 talking about what's in the claim In general,
3 place. 3 barcodes can be used in either/or both ways.
4 Q  Were, if at all, in your declaration do you | 4 Q Inthe claim what do you understand the
5 point to the Illumna bridge anplification? 5 word "barcode" to be referring to?
6 A | don't think | actually describe it, but 6 Do you know?
7 it's something that Illumna tells all of its 7 A Vell, | really haven't spent a lot of time
8 custoners to perform 8 analyzing the validity or the witten description of
9 Q Sothe Illunina bridge anplification 9 the claim Just generally speaking, a barcode woul d
10 process, you don't point to that anywhere in your 10 identify sonething in the sanple.
11 report as satisfying any of the claimelenents of 11 Q  Wen you say "sonething in the sanple," what
12 any of the asserted patents; correct? 12 is that sonething?
13 DR SRINVASAN  (bjection. 13 DR SRINVASAN (bjection. Vague.
14 Mscharacterizes testinony. 14 THE WTNESS: \WlI, as | testified, a
15 THE WTNESS: Wl I, | don't describe the 15 barcode in general can be used to identify a
16 Illunmina bridge anplification in ny declaration at 16 particular sanple, or it can be used to identify a
17 al. 17 particul ar fragnent.
18 BY DR WALTER 18 BY DR WALTER
19 Q@  You never refer to it once at all; correct? |19 Q  Wthin the sanple?
20 A | don't. As | testified, Illunina woul d 20 A Wthin the sanple.
21 instruct its users to use bridge anplification in 21 Q MNow one of the things you referred to at
22 its sequencing process. 22 various points, | think, in your declaration, and
23 Q MNw daimlCof the '035 patent -- excuse 23 probably at other points in your career is
24 ne. 24 "miltiplex PAR"
25 Jaiml1B of the '035 patent, that refers to |25 What is multiplex PCR?
www.LexitasLegal.com/Premier Lexitas 888-267-1200 Pages 18-21
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1 A Generally -- again, I'mnot trying to 1 call that a pair of primers.
2 provide any opinions on clai mconstruction or 2 Q Can you think of a way of doing multiplex
3 witten description. But, generally, in the 3 PCR wherein you woul d use the sane forward and
4 scientific conmunity, mitiplex PCRis the 4 reverse prinmer for each of the targets you were
5 anplification of two or nore targets in a single 5 trying to anplify?
6 reaction test tube. 6 DR SRINVASAN (bjection. Vague.
7 Q Andis miltiplex PCRfor those two or nore 7 THE WTNESS: V@I, | can inagine a scenario
8 targets, would you have a separate primer pair for 8 where it's conbined with another step. For exanpl e,
9 each of those targets? 9 nmaybe in the first step, target-specific primers --
10 A Not necessarily. 10 priners pairs, and we'll just keep it sinple -- are
11 Q  Please describe why you woul dn't necessarily |11 anplifying two targets. And those priners have
12 need a separate primer pair for each of the targets |12 comon adaptors on the end of each priner that now
13 to have multiplex PR 13 incorporates universal tags onto the anplified
14 A \WIIl, again, I'mnot trying to provide any 14 products and then a second round of using a
15 opinions on claimconstruction or witten 15  universal PCR which woul d be the sane priner pair
16  description or even validity; but there are 16 that's still anplifying the two targets in the
17 different ways that investigators have reported in 17 sanple. So that could be an exanpl e of a multiplex
18 the scientific community, one of which is where you |18 PCRusing the sane priner pairs.
19 coul d use separate priners to anplify multiple 19 BY DR WATER
20 targets. You could also provide a multiplex 20 Q  That universal PCR you would call that a
21 reaction where one end of the fragnent has a coomon |21 multiplex PCR?
22 priner, uses the same primersgmt-the ot her end uses |22 A \VeIl, | wouldcall it miltiplex PCRin the
23 different priner sets. 23 way | described it, which is part of a workflow
24 Q kay. Sointhat exanple you've given, the |24 where the first steps involve target-specific
25 two targets would each at least use one priner that |25 anplification. And then the second step using the
Page 23 Page 25
1 was specific to the target. 1 universal sequences to then anplify because they are
2 I's that right? 2 amplifying those multiple targets in the sanple.
3 A Yes. Based on the answer | just gave you, 3 Q Gkay. So a universal PCR you contend,
4 that is correct. 4 could be a miltiplex PR
5 Q Wuld you call it -- can you think of an 5 I's that right?
6 exanple of doing multiplex PCR where each target 6 DR SRINVASAN (bjection. Vague. GCalls
7 would use the same pair of priners? 7 for alegal conclusion.
8 DR SR NVASAN (bjection. Vague. 8 THE WTNESS: |'ve explained it froma
9 THE WTNESS: | don't understand the 9 scientific standpoint, froma technical standpoint
10 question. 10 where it woul d be conbined with a first
11 BY DR WALTER 11 target-specific PCR step.
12 Q Can you think of a way of doing nultiplex 12 Q  Wen you say "it would be conbined with a
13 PR where each target you were trying to anplify 13 first target-specific PCR" what woul d be conbi ned
14 woul d use the sane pair of priners? 14 with a first target-specific PCR?
15 DR SRINVASAN (bjection. Vague. 15 THE WTNESS:  The second round of PCR where
16 THE WTNESS:  Again, | don't understand your |16 you're using the sanme priner set for the two targets
17  question. What do you nean by the "sane pair of 17 that | used just in the exanple, the general
18 priners"? 18 exanple, in ny previous question -- answer.
19 BY DR WALTER 19 BY DR WALTER
20 Q Véll, for PR you use a pair of priners for |20 Q MNow if you had a process whereby you had a
21 each target; right? 21 DNA sanple and you ligated universal adaptors to all
22 A Asl'vetestified, in general, not being 22 the DNA fragnents in your sanple and then you did
23 bound to any opinions on claimconstruction or 23 PR using those universal adaptors, would you call
24  validity, the standard method for PCRwould involve |24 that a multiplex POR?
25 aforward priner and a reverse priner. V¢ woul d 25 DR SRINVASAN (bjection. Lacks
www.LexitasLegal.com/Premier Lexitas 888-267-1200 Pages 22-25
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Page 26 Page 28
1 foundation. Calls for specul ation. 1 speculation.
2 THE WTNESS: el I, | haven't consi dered 2 THE WTNESS: Vel |, again, not being bound
3 that. 3 to any opinions on claimconstruction or validity,
4 BYDR WATER 4 but in general, that nethod is not a targeted nethod
5 Q Wll, I"'masking you to consider it now 5 and therefore would not be a multiplex PCR met hod.
6 A Yeah, | guess, again, |'mnot providing any 6 BYDR WALTER
7 opinions on claimconstruction or validity. | would | 7 Q  Thank you.
8 have to do sone nore research, for exanple, 8 Let's | ook at paragraph 88 of your
9 reviewing the specification and the intrinsic 9 declaration.
10 evidence in the case, to better understand the 10 Let me ask another question. You nentioned
11  exanple that you' re -- just provided. 11  the bridge anplification that takes place in the
12 Q W'Il walk through the exanple a little bit |12 [Illunina sequenci ng system
13  nore. |nagine you have a DNA sanple with fragmented |13 A Yes.
14 DN 14 Q Isthat atargeted anplification?
15 Do you understand that ? 15 A N
16 DR SR INVASAN (bjection. Vague. 16 Q Al right. Let's go to paragraph 88 of your
17 THE WTNESS: | do understand the general 17  declaration.
18 process of fragnenting DNA 18 A Yes, |'mthere.
19 BYDR WATER 19 Q  And here, you cite Forshew (2012) as
20 Q@  And then inagine you ligate universal tail 20 disclosing a PCR schene that you believe is used in
21 adaptors to each end of the DNA fragnents. 21  RaDaR
22 Do you under st angfqggs@oacompremier Lexitas | 97 A Wll, | think | cite Forshew because
23 DR SRINVASAN (bjection. Inconplete 23  Gle (2018) relies on Forshew as part of the RaDaR
24 hypot hetical . 24 assay.
25 THE WTNESS: | do understand that general 25 Q Is it your understanding that this PCR
Page 27 Page 29
1 premse of ligating adaptors onto the ends of DNA 1 schene that you cite in paragraph 88 is what's used
2 fragnents. 2 in RaDaR?
3 BYDR WALTER 3 A \Véll, I've only looked at public docunents
4 Q  And then you do a PCR wherein you use a 4 to date, although | did see a couple of internal
5 single forward and reverse priner that is directed 5 docunents over the weekend. But based on what
6 tothe universal tail adaptors on the ends of the 6 Gale (2018) says -- and | need to find that -- yeah,
7 DNA fragments. 7 sol'mactually -- sorry. | just want to go back to
8 Do you understand that? 8 paragraph 82 on page 42, and this is what Gal e says.
9 DR SRINVASAN (pjection. Inconplete 9 "Library preparation using eTAm Seq
10  hypot heti cal . 10  technol ogy. ETAm Seq technol ogy i s based on nethods
11 THE WTNESS: Can you repeat that question 11  previously described" -- and gives three references.
12 again, please. 12 Reference 22 is Forshew (2012) -- "with an optim zed
13 BYDR WALTER 13 assay workflow utilizing miltiplex PCRto enable
14 Q And then you do a PGRin -- excuse ne. And |14 high-throughput library preparation without the use
15 then you do a PCR wherein you use a single forward 15 of mcrofluidics.”
16 and reverse priner that is directed to universal 16 Wiy |' msaying that is Forshew (2012), the
17 tail adaptors on the ends of the DNA fragnents. 17 access array IFCis the nmcrofluidics that |
18 Do you understand that? 18 understand was renoved in the Gale (2018) optin zed
19 DR SRINVASAN  Sane obj ection. 19  eTAm Seq technol ogy.
20 THE WTNESS: | understand the general 20 Q Sois it your understanding that the diagram
21 concept. 21 that you relied upon in paragraph 88 is what's used
22 BYDR WALTER 22 in RaDaR with the exception of the access array |FC
23 Q kay. Wuld you call that PCR a multiplex 23 process being renmoved?
24 PCR? 24 A A ahighlevel, | generally think it
25 DR SRINVASAN (bjection. Calls for 25 includes these steps.
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Page 30 Page 32
1 Q But not the access array itens? Wen you 1 labeled as the access array |FC and your
2 say "it," you mean RaDaR right? 2 understanding i s enhanced TAm Seq uses sone
3 A | mean RaDaR and based on what Gal e (2018) 3 additional statistical methods for error correction;
4 describes, the mcrofluidic part has been renoved 4 isthat right?
5 fromthe assay. 5 A Rght. And that know edge is based on the
6 Q  So your understanding is that the access 6 Gale (2018) paper that cites three papers. And
7 array IFCthat's described in Forshew (2012) is not 7 again, |'mlooking at page 42 at paragraph 82 that
8 part of RaDaR 8 cites reference 22, 25, and 26. And | think those
9 I's that your understanding? 9 references better capture all the differences
10 A Based on the public docunents that | have 10  between TAm Seq and eTAm Seq.
11 reviewed in this case so far, that's ny 11 Q  And you reviewed those references?
12 under st andi ng. 12 A | have.
13 Q It's accurate, then, that you do rely upon 13 Q And the differences you're able to identify
14 Forshew (2012) for information regarding how the 14 sitting here today are the two that we've discussed,
15 RaDaR products work; correct? 15 the lack of a mcrofluidic device and the
16 A That's correct. 16 statistical nmethods; is that right?
17 Q Now you nmentioned this -- you understand 17 A Rght. And | think eTAmSeq al so -- and
18 that the Forshew paper describes a nethod known as 18 again, it -- as | understand, this is not a menory
19 TAm Seq? 19 test, but | believe eTAmSeq al so uses -- you know
20 A That's correct. 20 just looking through ny declaration -- different
21 Q@  And you contend that RaDaeR uses the eTAmSeq |21 inputs or copy nunbers that are also part of the
22 core TAm Seq nethod; cor regtRestesal comPremier tedias | 22 eTAm Seq net hodol ogy. And give ne a nonent, and |
23 A That's based on the public docurents that | |23 will find that for you.
24 -- that have been nade available to ne or that | 24 Here it is. Geat. Sol'mlooking at page
25 have reviewed since | provided ny declaration. 25 17 in paragraph 44, and this the sane Gl e
Page 31 Page 33
1 Q Do you have any understanding of how 1 reference; but in this block code, | add additional
2 eTAmSeq differs from TAm Seq? 2 information where Gale uses different input amounts
3 A Yes. 3 of DNA either 2000AC which are anplifiable copies
4 Q Gkay. Wat is your understanding of how 4 as they refer to themas |ow 8 000 AC medi um and
5 eTAmSeq or enhanced TAm Seq differs from TAm Seq? 5 16,000 AC high. | think they al so use that as part
6 A Vel |, one difference I've already testified 6 of their error-reduction nethod.
7 is it does not require the mcrofluidic portion of 7 Q Anything el se you're aware of that reflects
8 the TAm Seq technol ogy. 8 a difference between enhanced TAm Seq and TAm Seq?
9 Q  Anything el se? 9 A Again, there nay be others, not as | sit
10 A | believe there are al so sone statistical 10  here right now
11  nethods for reducing errors. 11 Q  And you understand the Forshew (2012)
12 Q  Anything el se? 12 describes TAmSeq; is that right?
13 A There could be, but not off the top of ny 13 A Forshew (2012) does describe TAm Seq.
14  head as | sit here right now 14 Q Gkay. Now you understand that part of the
15 Q  Qher than those two differences, you're not |15 RaDaR process invol ves the analysis of cell-free
16 able to identify any other differences between the 16 D\WA?
17  enhanced TAm Seq method that's used in RaDaR and the |17 A Yes.
18 TAm Seq nethod that's described in Forshew (2012); 18 Q@  And you contend that the RaDaR process
19 is that right? 19 involves the anplification of cell-free DNA right?
20 A \Véll, without review ng the actual docurments |20 A It does involve the anplification of
21 that | citein ny report, |'mgiving you ny best 21 cell-free DNA
22 estimation of what | understand based on the public |22 Q Let's go to paragraph 89 of your
23 docunents produced today, are the differences. 23 declaration.
24 Q@ And those two differences are the enhanced 24 And here you're referring to Forshew (2012)?
25 TAm Seq does not use a mcrofluidic systemthat's 25 A Yes.
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1 Q And you refer to the preanplification step 1 person of ordinary skill inthe art would have
2 and a singleplex PCR step; correct? 2 looked at Forshew (2012) and understood CSL and CS2,
3 A This is a block quote from Forshew (2012). 3 neeting that claimlinitation, and so | think they
4 Q Andit refers there to a preanplification 4 would just understand it fromthat perspective.
5 and a singleplex PCR stage; right? 5 BYDR WATER
6 A Yes. 6 Q Can you be any nore specific than that as to
7 Q Now | want to talk about the 7 what an ordinary skilled artisan woul d understand a
8 preanplification step which we've already di scussed 8 "universal tail adaptor" to nean as referred toin
9 sone today. 9 daiml of the '035 patent?
10 You contend that in connection with that 10 DR SRINVASAN (bjection. Vague.
11 preanplification step, the universal tail adaptor is |11 THE WTNESS: | cannot. |'ve given you ny
12 added; correct? 12 best answer.
13 A (orrect. And Forshew (2012) expl ains that 13 BY DR WATER
14 as CSl and C2 being the universal tail adaptors. 14 Q  And your best answer is that you don't know
15 Q  To your know edge, does the specification of |15 what it is except you think that the CSL adapt or
16 either of the patents in suit ever refer to a 16 satisfies the clain?
17 universal tail adaptor? 17 DR SRINVASAN  (bjection.
18 A (ke they're quite large patents. | would 18 Mscharacterizes testinony.
19 have to reviewthat to know one way or the other. 19 THE WTNESS:  Wiat | said is |'ve taken the
20 Q Didyou ever |ook? 20 approach -- first, 1"mnot offering an opinion on
21 A | have reviewed those patents. 21 claimconstruction. | amoffering that there are no
22 Q  And did you ever “ook=tersereif they refer«s |22 terns in dispute; that a person of ordinary skill
23 to a universal tail adaptor? 23 woul d have just used plain and ordinary neaning and
24 A | don't think -- | don't renenber whether | |24 just |ooking at the claimlanguage and | ooking at
25 didor did not, but they do talk about tail 25 Forshew (2012) woul d understand that CS1 and C2
Page 35 Page 37
1 adaptors. 1 neets that claimlinitation.
2 Q Wat is auniversal tail adaptor as referred | 2 BY DR WALTER
3 toindaiml of the '035 patent? 3 Q  You understand what a universal tail adaptor
4 A \Véll, I"'mnot providing any opinions on 4 is as askilled artisan; correct?
5 claimconstruction of what a universal tail adaptor 5 A In the general scientific comunity, | woul d
6 nmeans in the context of the claim | haven't 6 have an understanding of what that is.
7 provided that in ny declaration. 7 Q dve ne your understanding of what a
8 Q  Wat did you understand universal tail 8 universal tail adaptor is in the general scientific
9 adaptor to nean as referred toin daim1l of the 9 community as you woul d understand it.
10 ' 035 patent as you prepared your opinions on 10 A Again, I'mnot offering an opinion on claim
11 infringenent? 11  construction. But just generally, it woul d be what
12 DR SRINVASAN (bjection. Calls for a 12 we call a common sequence that is attached to the
13 legal concl usion. 13 ends of a DNA fragment.
14 THE WTNESS: V@l I, | think |'ve taken the 14 Q  And what do you nean by "common sequence"?
15 approach that | don't think there are any terns in 15 A WII, again, not being bound to any opinions
16 dispute in this case, and that any termwoul d be 16  on claimconstruction, a comon sequence could be --
17 reviewed by a person of ordinary skill inthe art to |17 and there probably other ways of characterizing
18 have its plain and ordinary meaning. 18 common sequence -- but the one |'mthinking about
19 BY DR WALTER 19 right now woul d be a sequence that would be the same
20 Q Andinthat case, what is the plain and 20 attached to different fragments.
21 ordinary neaning of "universal tail adaptor” to a 21 (Defendant's Exhibit 2 was nmarked.)
22 person of ordinary skill inthe art? 22 BY DR WALTER
23 DR SRINVASAN (bjection. Calls for a 23 Q Al right. 1've narked as Exhibit 2 a
24 legal conclusion. 24 docurent that is Exhibit 7 to your declaration which
25 THE WTNESS:  V@II, inny opinion, | think a |25 is the Forshew (2012) publication.
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Page 38 Page 40
1 You recogni ze this; correct? 1 Q Thisis listing the target-specific priners
2 A Yes. 2 that were used in that preanplification reaction?
3 Q Al right. I'mgoing to continue to ask 3 A That's correct.
4 about that preanplification step, and | want you to 4 Q And there's nore than 20 targets that are
5 look at page 3, the left-hand col um. 5 listed there?
6 A |'mon page 3. 6 A Veéll, | haven't counted them Looks |ike
7 Q A the top of the left-hand col um, there's 7 20
8 a sentence that begins "V& therefore applied."” 8 Q There's nore than 20; right? Because the
9 Do you see that? 9 table continues on the next page; right?
10 A | do see the sentence. 10 A You are correct.
11 Q It says: 11 Q Andit's this preanplification step that you
12 "\ therefore applied a two-step 12 contend satisfies dai mEenment 1A of the ' 035
13 anplification process: A linited-cycle 13 patent; correct?
14 preanplification step for all priner sets were used |14 A The preanplification step does satisfy the
15 together to capture the starting nol ecul es present 15 claimelement tagging isolated cell-free DNA with
16 inthe tenplate.” 16 one or nore universal tail adaptors.
17 Do you see that? 17 Q MNow let's goto page 9 of the Forshew
18 A | do see that. 18 publication. And you can see in the top |eft-hand
19 Q And let's go to page 2 of "Suppl ementary 19  col um.
20 Methods." 20 A M copy has been narked as --
21 A Yes, |'mon page 2. 21 Q  Yes.
22 Q  And you can see atrhe-bortomthere is a tewes |22 A -- it should be. Ckay.
23 reference to the preanplification step that we' ve 23 Q Inhighlighted text, it says:
24 Dbeen discussing. 24 "Whol e- genone sequenci ng of tunor naterial
25 Do you see that? 25 was used to identify tunmor mutations and a
Page 39 Page 41
1 A | do see that section. 1 mtation" -- excuse ne -- "in a patient with
2 Q Andit states: 2 netastatic breast cancer undergoing two phases of
3 "Preanplification reactions were carried out | 3 chemotherapy. Ten mutations were selected, and
4 in 10-mcroliter reaction vol umes containi ng 4 short anplicons (less than 120 base pairs) were
5 50 nanoneters [sic] of each forward and reverse 5 designed to cover the mtation loci."
6 target-specific primer." 6 Do you see that?
7 Do you see that? 7 A | do see that sentence on page 9.
8 (Reporter clarification.) 8 Q Ad it talks about plasma sanpl es being
9 THE WTNESS: | think you nisquoted that 9 collected over the course of 497 days.
10  sentence. 10 Do you see that?
11 BYDR WATER 11 DR SRINVASAN (bjection. Qutside the
12 Q Roght. It states: 12 scope.
13 "Preanplification reactions were carried out |13 THE WTNESS: | do see that sentence on
14 in 10-mcroliter reaction vol unes containing 50 14 page 9 of Forshew as well.
15 nanomol ar of each forward and reverse 15 BY DR WALTER
16  target-specific priner." 16 Q  You understand that this experinment in
17 Correct? 17  Forshew (2012) was to nmonitor for cancer over tine?
18 A That is correct. 18 DR SRINVASAN (bjection. Qutside the
19 Q@ So you understand that the preanplification |19  scope.
20 step that's described in Forshew (2012) is a 20 THE WTNESS: It's been a while since |'ve
21 reaction where all the targets are anplified 21 read this paper. | would have to read it again to
22 together in the sane tube? 22 understand what this experiment is.
23 A That's ny understandi ng. 23 BY DR WALTER
24 Q Now let's goto Table Sl 24 Q If you went to take a fewmnutes to review
25 A Yes, |'mthere. 25 this experinent, that's fine. G ahead and do so.
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Page 42 Page 44
1 Let me know when you're done. 1 of nonitoring cancer in bl ood plasna over tinge, you
2 A | will. AndI'mactually starting on page 8 | 2 would need to review the whol e paper nore careful ly.
3 inthe section titled "Mnitoring Level s of ctDNA " 3  You wouldn't be able to answer that without further
4 Ckay. |'ve read that section. 4 review is that right?
5 Q Al right. Having reviewed that section, 5 A That's correct. | haven't -- sitting here
6 you understand this is describing experinents that 6 right now | haven't formed an opinion on validity
7 used TAm Seq? 7 nor was | asked to. That may change in the future.
8 DR SRINVASAN (pjection. Calls for 8 DR SRINVASAN Counsel, we've been goi ng
9 speculation. Qutside the scope. 9 for about an hour now 1'd like to request that we
10 THE WTNESS: V@I |, the paper does use 10 take a break when you feel it's appropriate.
11 TAm Seq. 1 DR WALTER Al right.
12 BY DR WALTER 12 BY DR WALTER
13 Q  And the experinments described in the section |13 Q The experinents that are listed -- that are
14 beginning on page 8 entitled "Mnitoring Level s of 14 described on pages 8 and 9, that involved ten
15 ctDNA" and continuing on to page 9, that uses 15 targets; correct?
16 TAmSeq; correct? 16 A I'mnot sure. | nean, it looks like there's
17 A \WIIl, the docunent does cite TAmSeq in this |17 several targets being discussed, but | don't know
18  section. 18 the exact nunber.
19 Q It says "W performed TAmSeq in duplicate" |19 Q It states:
20 on page 9; correct? 20 "Ten nutations were sel ected, and short
21 A Sorry, I'mnot finding -- oh, yes. It does |21 anplicons were designed to cover the mitation loci."
22 state that in the paper. wwiexiastegalcomPremier Lexias | 97 Do you see that?
23 Q  And these experinents were done to nonitor 23 A Sorry, are we on page 8 or page 9?
24 cancer over time in blood plasna; correct? 24 Q Page 9, the highlighted text.
25 DR SRINVASAN (pjection. Qutside the 25 A | can agree that's what the paper states,
Page 43 Page 45
1 scope. Calls for speculation and vague. 1 but I"'mnot offering an opinion of what that neans.
2 THE WTNESS:  VéII, | nean, | just read this | 2 Q Gkay. Do you understand what --
3 section. | still would have to further consider 3 DR SRINVASAN Wuld you like to take a
4 what they're actually trying to do. | wll agree 4 Dbreak?
5 they are using TAmSeq in this article. 5 THE WTNESS:  Yeah, if --
6 BYDR WATER 6 DR WALTER Let ne finish this line of
7 Q Andthey'reusing it to nonitor -- to | ook 7 questioning.
8 for cancer -- the presence of cancer mutations in 8 BYDR WATER
9 Dblood plasma over tine. 9 Q  Having reviewed the paper for your
10 You agree with that; right? 10 declaration, having relied upon your declaration,
11 DR SRINVASAN (bjection. Calls for 11 are you able to say what that passage neans when it
12 specul ation. 12 states "Ten mutations were sel ected" --
13 THE WTNESS: | woul d have to think about 13 (Reporter clarification.)
14 this further to be able to answer that question. 14 BY DR WATER
15 BY DR WALTER 15 Q "Ten mutations were sel ected, and short
16 Q  You've reviewed this paper carefully for 16 anplicons |ess than 120 base pairs were designed to
17 your declaration; right? 17 cover the mutation loci."
18 A | have. 18 Can you say what that neans?
19 Q And you cite it throughout your declaration; |19 DR SRINVASAN (pjection. Qutside the
20 right? 20 scope. Calls for specul ation.
21 A | have, but not for the purposes of 21 THE WTNESS: | haven't -- | have not forned
22 validity. 22 an opinion of what that nmeans. | nay do that in the
23 Q And -- and in order to answer this question |23 future; but for ny purposes of infringement, I'm
24 about whether this passage regarding rmonitoring 24 focused prinarily on the assay and not howit was
25 levels of circulating tumor DNA is for the purpose 25 applied in this paper.
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1 BYDR WATER 1 A That is correct.
2 Q kay. So as someone who's an expert in the 2 Q And for what steps of Daiml of the '454
3 field and who has reviewed the Forshew paper 3 patent do you rely upon that preanplification
4 thoroughly and has relied upon it in his 4 process?
5 declaration, you're not able to tell nme sitting here | 5 A | donot believe that | actually cite
6 today what that sentence |'ve just referred to 6 Forshew (2012) -- let ne just go back and make sure
7 neans; is that right? 7 that's right.
8 A That's right. | have not formed an opinion 8 DR SRINVASAN  (bjection.
9 because this woul d be an opinion based on validity; 9 (Reporter clarification.)
10 and | have not spent any time or research doing that |10 DR SRINVASAN |'d like to interpose an
11 as of today, but that may change in the future. 11  objection of lacks foundation for the last question.
12 DR HABERNY: Counsel, both counsel and the |12 THE WTNESS: | don't believe | used
13 witness have requested a break now several tinmes. 13 Forshew (2012) as part of the infringenent anal ysis
14 Can we take one? 14 of the '454 patent.
15 DR WALTER V¢ can take a break now 15 BY DR WALTER
16 DR HABERNY: It's been nore than an hour. 16 Q And you do rely upon the preanplification
17 DR WALTER Actually, | don't think it's 17 process that's in RaDaR right?
18 been an hour. It's only been -- it's been exactly 18 DR SRINVASAN (bjection. Vague.
19 one hour. But | wanted to finish ny line of 19 THE WTNESS: Can you point ne to which
20 questioning. W& can take a break now 20 preanplification process you nean in RaDaR?
21 THE VI DEOGRAPHER V&' re going of f the 21 BY DR WALTER
22 record. The tinme is 10: 25a:ryesel comPremier Lexias | 97 Q Isthere a preanplification process that you
23 (Recess.) 23 understand is used in RaDaR?
24 THE VI DECGRAPHER W' re back on the record. |24 A And are we referring to the '454 or the ' 035
25 It's 10:38 a.m 25 patent?
Page 47 Page 49
1 BYDR WATER 1 Q I wasn't referring to either one -- does
2 Q Dr. Metzker, during the break, did you 2 the -- does the RaDaR process -- does that use a
3 discuss the substance of your testinony with 3 preanplification process?
4 counsel ? 4 DR SRINVASAN (bjection. Vague.
5 A | didnot. | just asked a general question 5 BY DR WALTER
6 of howlong the deposition woul d be. 6 Q Let'sdoit this way. Let's look at
7 Q MNow apologies if | asked that already. The | 7 paragraph 88.
8 preanplification process that we've been talking 8 I'n paragraph 88, you have the diagramfrom
9 about in Forshew 2012, is that a multiplex PCR? 9 Forshew (2012)?
10 A Can | refer back to the figure? 10 A That is correct.
11 Q  VYes. 11 Q And the diagramrefers to a preanplification
12 A kay. I'mon page 57. Inthe 12 process; correct?
13 preanplification, where two or nore priner pairs are |13 A That is correct.
14 in the sanme reaction tube, is a miltiplex PCR 14 Q Do you contend that that preanplification
15 Q  And that woul d have been a targeted 15 process is used in RaDeR today?
16 miltiplex PR Is that fair? 16 A Véll, to the best of ny know edge, based on
17 A They are doing targeted multiplex PR 17  publicly available docunents, which I've relied
18 Q And for what steps of Qaim1l of the '035 18 on -- for exanple, Gale (2018), and I'ml ooking at
19 patent do you rely upon that preanplification 19 the previous page, 47 -- in paragraph 87, they
20 process? 20 describe using the eTAm Seqg, not the TAm Seq, and
21 A | would rely on the preanplification process |21 they describe the eTAm Seq technol ogy as based on
22 of Forshew (2012) for Caim1A of the '035 patent 22 nethods previously described, and they do Iist
23 and also daim1B of the '035 patent. 23 Forshew Sol didtestify there are differences, as
24 Q You rely on the preanplification for both 24 | understand them between TAm Seq and eTAm Seq.
25 steps; is that right? 25 Q Ckay. That wasn't ny question.
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1 M question was different. 1 mcrofluidic part of the TAmSeq assay.
2 Do you contend that the preanplification 2 BYDR WALTER
3 process is used in RaDaR today? 3 Q MNow that nmicrofluidic part, that was used
4 DR SRINVASAN (bjection. Vague. 4 for asingleplex PR is that correct? Is that your
5 THE WTNESS: Vel |, what | can contend is 5 under st andi ng?
6 what is stated in Gile; and Gale says "next 6 A That is ny understanding.
7 generation sequencing |ibraries were prepared using 7 Q  And so the way Forshew (2012) operated is
8 atwo-step multiplex PCR anplification process."” 8 that there was a targeted nultiplex PCR reaction,
9 Because there are changes between 9 and that was foll owed by a singleplex PCR reaction
10  Forshew (2012) and Gale (2018), | can just state 10 on the mcrofluidic device; correct?
11 what's -- Gale describes as a two-step PCR -- 11 A Rght. M understanding, the
12 multiplex PCR process. 12 preanplification PCR step invol ved 15 cycles, the
13 BYDR WALTER 13 sanple was then dispersed into individual reaction
14 Q@  And do you have any understanding of how 14 wells and singlepl ex PCR was then perforned.
15 that two-step multiplex PCRthat's set forth in Gile |15 Q MNow how if at all, was that 15-cycle
16 works? 16 preanplification step that's used in Forshew 2012
17 A Yes, | have a general idea of howit works. |17 different fromthe targeted mitiplex PCRthat's
18 Q  And what's your understanding of how that 18 described in Gale (2018) and that you understand is
19 works? 19 used in RaDaR today?
20 A There's a first target-specific miltiplex 20 DR SRINVASAN (bjection. Vague.
21 PR step that involves both tagging fragnents and 21 THE WTNESS: | have not seen any docunents
22 anplifying tag fragment s ~and>=tenthere' s a secord> |22 to date that provides any more information than what
23 PR step involving using comnmon priners that 23 I've provided in ny report or ny declaration.
24 incorporate barcodes and sequencing tags into the 24 BY DR WALTER
25 anplified products. 25 Q Are you aware of any differences what soever
Page 51 Page 53
1 Q Al right. Now that first target-specific 1 between the 15-cycle preanplification step that's
2 miltiplex PR do you have any understandi ng how 2 used in Forshew (2012) relative to the targeted
3 that differs fromthe preanplification process 3 miltiplex PRthat's described in Gale (2018) and
4 that's set forth in Forshew (2012), if at all? 4 that you contend is used in RaDaR today?
5 DR SRINVASAN (bjection. Vague. 5 DR SRINVASAN (bjection. Vague.
6 THE WTNESS: M understanding i s based on 6 THE WTNESS:  |'msorry. M. VWlter, can
7 @le's description that the multiplex PRis 7 you repeat that question? It's quite long.
8 performed without the use of the mcrofluidics. 8 BYDR WATER
9 BYDR WATER 9 Q Are you avare of any differences what soever
10 Q Aethere any other differences you're anare |10 between the 15-cycle preanplification step that's
11 of? 11  used in Forshew (2012) relative to the targeted
12 DR SRINVASAN (pjection. Asked and 12 miltiplex PCRthat's described in Gale (2018) and
13 answvered. 13 that you contend is used in RaDaR today?
14 THE WTNESS: Differences of what? 14 A \Vll, | canonly tell you what has been
15 BY DR WALTER 15 described in the public documents. They both
16 Q Differences between the target-specific 16 involve miltiplex -- targeted miltiplex PR The
17 mltiplex PR that you understand is used in RaDaR 17  eTAmsystemrenoved the nicrofluidic portion of the
18 today that's described in Gale (2018) and the 18  eTAmtechnol ogy.
19 preanplification process that's set forth in 19 Q  For what elenents of the '035 patent, if
20  Forshew (2012)? 20 any, do you rely on the singleplex anplification
21 DR SRINVASAN (bjection. 21 process that was performed in the mcrofluidic
22 Mscharacterizes testinony. 22 device?
23 THE WTNESS: M understanding i s based on 23 DR SRINVASAN (bjection. Vague.
24 publicly availabl e documents as stated by 24 THE WTNESS: |'mnot sure | need to rely on
25 @ale (2018), that the eTAm Seq renoved the 25 the singleplex step because in the preanplification
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Page 54 Page 56
1 stepinvolving 15 cycles, both aim1A the 1 paragraph 99 -- when Gale refers to eTAm Seq
2 linitation tagging isolated cell-free DNA and the 2 technology is based on nethods previously described,
3 linitationin daimlB of anplifying the tagged 3 giving references 22, 25, and 26, | believe
4 products, are satisfied just inthe preanplification | 4 reference 26 is the reference that |'mrelying on.
5 step. 5 Q And that reaction barcode, do you rely upon
6 BY DR WALTER 6 that in your report for any of your infringenent
7 Q Let's go to paragraph 89 of your 7 opinions?
8 declaration. 8 A | don't believe I've included that in ny
9 A Yes, |'mthere. 9 report or declaration.
10 Q Now following the miltiplex PR and RaDaR, | 10 Q Soyouthinkit's possible that in reference
11 you understand there's an additional PCR process? 11 26, there's a suggestion of a reaction barcode
12 (Reporter clarification.) 12 that's introduced in connection with the targeted
13 BYDR WALTER 13 miltiplex PCR? Assuning that there's a reaction
14 Q Let ne start again. 14 barcode that's introduced in the targeted multipl ex
15 Fol | owing the mul tiplex PR in RaDaR you 15 PCR whatever that night be, you do understand that
16 contend that there's an additional PCR process to 16 there's a sanple barcoding PCR that takes place
17 introduce sanple barcodes and sequencing adaptors; 17 after the targeted multiplex PCR and before the
18 correct? 18  sequencing; correct?
19 A That's correct. 19 DR SRINVASAN (bjection. Vague.
20 Q And that barcoding process that happens 20 Inconpl ete hypothetical .
21 after the targeted miltiplex PCR and before the 21 THE WTNESS: | believe that's correct. The
22 sequencing; correct? v Lexitasl.egal com/Prermier redias | 22 sanpl e barcode is added in the second round.
23 DR SRINVASAN (bjection. Vague. 23 BY DR WALTER
24 THE WTNESS: Vel |, in Forshew (2012), | 24 Q And a sequencing adaptor is also added in
25 believe that is correct. 25 the second round after the targeted multiplex PCR
Page 55 Page 57
1 BYDR WALTER 1 correct?
2 Q Andis that true in RaDaR as well? 2 DR SRINVASAN (bjection. Vague.
3 A That nay not be correct. 3 THE WTNESS: Correct. You'd have to do
4 Q Do you know? 4 that if you were going to do Illum na sequenci ng.
5 A I've seen other documents that -- that 5 BYDR WATER
6 illustrate the barcode being added in the first PR 6 Q And that targeted multiplex PR that you
7 step. 7 believe takes place in RaDaR for what clai mel ement
8 Q You believe that in RaDaR as it's used 8 do you rely upon that in the '454 patent?
9 today, the barcode is added in the first PCR step? 9 A You said for the '454 patent?
10 DR SRINVASAN (bjection. Vague. 10 Q  Yes.
11 THE WTNESS: Based on the publicly 11 A So I'mlooking at paragraph 50 of ny
12 availabl e docurments that |'ve seen to date, at least |12 declaration on page 21 in the very last sentence has
13 one barcode is added in the first PCR step. 13 a depending clai mperforning barcoding PCR prior to
14 BY DR WALTER 14 sequencing, and |'mciting to daim1l.
15 Q  And what barcode do you contend that is? 15 Q | was asking about the targeted multiplex
16 A | believe it's referred to as the "reaction |16 PCR not the barcoding PCR
17  barcode." 17 A (h | apologize. | thought | heard
18 Q@ And what is the reaction barcode? 18 "barcoding" in your question.
19 A That's the best | can give without actually |19 Q No. | asked about the targeted multipl ex
20 looking at the docunment that |'mrelying on to get 20 PR
21  that answer. 21 A Apologize. Please -- could you repeat the
22 Q  And what docunent do you think you're 22 question, please.
23  talking about? 23 Q That targeted multiplex PCR that you believe
24 A It's alsocited -- so when Gale cites to 24 takes place in RaDaR for what claimelenents do you
25 references -- for exanple, 1'mlooking at page 56, 25 rely upon that in the '454 patent?
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1 A SodaimiBof the '454 patent has the 1 BYDR WALTER
2 linitation performng targeted miltiplex 2 Q Isthat also used for detecting the
3 amplification to anplify 10 to 500 target loci. So 3 mtations that cause cancer in the ctDNA?
4 it would be that clai mcode. 4 DR SRINVASAN (bjection. Vague. GCalls
5 Q@ MNow after the barcoding PCR you 5 for specul ation.
6 contend that's in RaDaR the barcoded products are 6 THE WTNESS: Can you repeat that question?
7  subject to sequencing? 7 BYDR WATER
8 A Yes. | state that in ny report at 8 Q Is that bioinfornatics al so used
9 paragraph 69. 9 todetect -- howis the circulated tunor DNA
10 Q And in paragraph 69, you also refer to a 10 detected in the -- in the blood sanpl e?
11 process of confirmng variance. 11 A \VlIl, as | understand it based on the public
12 Do you see that? 12 docurents, RaDaR devel ops up to 48 indi vi dual
13 A \WIIl, what | state inny declarationis in 13 variant assays that it can then test for ctDNAin a
14  reference to a figure that Neogenom cs uses in one 14  patient's bl ood sanple.
15 of their public docunents. 15 Q  And you nentioned the bioinfornatics that
16 Q MNow actually, the last sentence of 16 are used for detecting ctDNA Do you know anyt hi ng
17  paragraph 69, you state: 17  about how the bioinformatics is used to detect
18 "Def endant uses the figure bel owto 18 ctDNA?
19 denonstrate that the RaDaR assay uses hi gh-depth 19 DR SRINVASAN (bjection. Vague.
20 sequencing to confirmvariants in tumor DNA obtained |20 THE WTNESS:  In the RaDaR assay?
21 fromthe plasna cell-free DNA " 21 BY DR WALTER
22 Do you see t hat ?vwwLextastegal compremier tedas | 29 Q  Yes.
23 A | do. 23 A Inthe assay where they're |ooking at the
24 Q Do you understand the conputational process |24 plasna for the -- up to the 48 variant markers that
25 by which the RaDaR process confirns variance? 25 have been identified?
Page 59 Page 61
1 A | have not seen any internal docunents that 1 Q  Yes.
2 provides detailed information of howvariants are 2 A | understand it generally based on the
3 confirmed. The sentence is based on the figure and 3 public docunents that have been provided to date.
4 the bottomportion of the figure, second to the 4 Q  And what do you understand about how that's
5 right, says "hi gh-depth sequencing, variant 5 done?
6 confirmation in tumor DNA CHP filtering and ct DNA 6 A \ell, it'sright hereinthe figure. It
7 detection.” 7 describes it as high-depth sequencing, variant
8 That's the information that | use to support | 8 confirmation in tunor DNA CHP filtering, whichis a
9 the sentence in paragraph 69. 9 way of renoving variants that are not associated
10 Q And what is -- and did you rely upon that 10 with ctDNA and then the actual ctDNA detection,
11 for step 1Cof Qaim1l of the '454 patent? 11 whichis -- as | understand it, is either it's
12 A Correct. 12 present or it's absent.
13 Q And what is that shown above the box in the |13 Q  And do you know how that ctDNA detection is
14 diagramthat says "hi gh-depth sequencing, variant 14 done, that present or absent call is nade?
15 confirmation in tumor DNA CHP filtering and ctDNA | 15 A I've not seen any internal docurments that
16  detection"? 16 provide that nuch detail yet. And if they're
17 A It looks like a depiction of a conputer 17 provided, then | would reviewthem and | could
18  screen. 18 probably tell you that all I have currently are
19 Q@ kay. And what do you understand that is 19 publicly available documents and I'mrelying on the
20 intended to convey? 20 way they describe their bioinformatic process.
21 DR SRINVASAN (bjection. Vague. GCalls 21 Q Do you know if the cell-circulating tunor
22 for specul ation. 22 DNAis detected by looking for mutations?
23 THE WTNESS: V@I, | think it's trying to 23 DR SRINVASAN (bjection. Vague.
24 convey part of the bioinformatics that RaDaR uses in |24 THE WTNESS:  Vél|, as | understand the
25 its detection of ctDNA 25 RaDeR assay, they select up to 48 variants; and they
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1 associate that tunor-specific variants. Wether 1 issued?
2 those are muitations or not, | woul dn't know unless | 2 DR SRINVASAN (pjection. Qutside the
3 actually coul d eval uate those variants. 3 scope.
4 DR SRINVASAN |'d like tojust note for 4 THE WTNESS: | did not nenorize the file
5 the record that our in-house counsel person that was | 5 history, so | could not answer that without
6 listening has dropped off at 11:05 a.m 6 reviewng the file history again.
7 BYDR WALTER 7 (Defendant's Exhibit 3 was marked.)
8 Q & ahead. 8 BYDR WATER
9 A Oh, | finished ny answer. 9 Q Al right. 1've handed you a document
10 Q@  And do you have any understanding in RaDaR 10 that's been narked as Exhibit 3. They are some
11 as to how those tunor-specific mutations are 11 excerpts fromthe file history for the '454 patent.
12 identified in the sequencing data? 12 And if you take a | ook at page 4, just a few
13 DR SRINVASAN (bjection. Vague. 13 pages into the docunent, you can see in paragraph
14 THE WTNESS:  As | understand, they sel ect 14 11, there's a rejection based on the Forshew (2012)
15 up to 48 variants. They conpare it to normal DNA 15 publication.
16 sothey also -- as | understand it based on public 16 Do you see that?
17 information, they will sequence the buffy coat, 17 A CGan | have a noment to read through this
18  which provides basically a normal background to 18  section?
19 subtract out germine variants, CHP variants to 19 Q VYes.
20 then prioritize the 48 that will go into the RaDaR 20 A Thank you. Ckay. | read that section on
21 assay. 21 Forshew
22 BYDR WATER v Lexitasl.egal com/Prermier Lexias | 97 Q  So you understand that during prosecution,
23 Q I think I was asking about sonething 23 the examner based a rejection based on
24  different. 24 Forshew (2012)?
25 | -- | was asking about how the variants 25 DR SRINVASAN (pjection. Qutside the
Page 63 Page 65
1 that are in the sequencing data fromthe cell-free 1 scope. Calls for a legal conclusion.
2 DNAareidentified. Do you know how that's done? 2 THE WTNESS: | do see that sentence stated
3 A \Véll, ny understanding, based on the public 3 in paragraph 11 of the prosecution history on
4 docunents, is they used high throughput sequencing 4 page 4.
5 to generate sequence reads, and then there's a 5 BY DR WALTER
6 bioinformatic pipeline to identify whether the 6 Q Andif you go to page 5.
7 variants that are in the assays are detected or not. 7 A Yes, I'mthere.
8 Q Andthat's the pipeline that's being 8 Q It states "Forshew et al., shows in the
9 referred to by the image of the conputer above the 9 abstract and throughout analysis of cell-free DNA of
10  box that says "hi gh-depth sequencing, variant 10 individuals with tunors for mutation anal ysis by
11 confirmation in tumor DNA CHP filtering, and 11  miltiplex anplification using a pool of priner pairs
12 circulating DNA tunor detection"? 12 followed by sequencing of anplicons."”
13 DR SRINVASAN (bjection. Calls for 13 Do you see that?
14 specul ati on. 14 A | do see that sentence.
15 THE WTNESS: Wl I, in this particular 15 Q  And you do agree that the Forshew (2012)
16 figure, that's what it's trying toillustrate, are 16  paper that does disclose the use of a multiplex
17 the bioinformatic steps. The one right before it is |17 anplification; correct?
18 the InVision platformthat involves the library in 18 A Forshew (2012) does describe multiplex PCR
19 creating the sanple that goes into the sequencing 19 Q Now | want you to flip ahead. There's a
20 process. 20 response fromNatera entitled "Avendnent and Reply
21 BYDR WALTER 21 Under 37 GFR 1.111."
22 Q Now you nentioned you revievwed the 22 A Yes, | believe I"'mon that page.
23 prosecution history for the '454 patent? 23 Q  And you can see beginning on page 7, Natera
24 A Yes. 24 responds there to the objection based on Forshew,
25 Q Do you recall what rejections the exam ner 25 correct?
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Page 66 Page 68

1 A A the very bottom paragraph, | do see 1 technical standpoint; and it looks like Natera is

2 "OaimRejections." 2 pointing out that Forshewrelied on a singleplex

3 Q Now take a look at page 9 of 11. 3 step to reduce nonspecific anplificationinits
4 A Can | have a noment to read through this 4 product. | nean, that's what it appears to me to be

5 section? 5 saying.

6 Q  VYes. 6 Q Gkay. And you understand that to the extent

7 A Thank you. Ckay. | read through this 7 the RaDaR process uses a singleplex anplification

8 section. 8 step, it would no longer infringe; correct?

9 Q Al right. O page 9, there's a paragraph 9 A I'msorry. Can you repeat that question?
10 in about the mdd e of the page that reads: 10 Q  You understand that to the extent the RaDaR
11 "Furthernore, Forshew s TAm Seq process was |11 process utilizes a singleplex anplification, it
12 rationally and deliberately designed to rely on 12 woul d no longer infringe; correct?

13 singleplex, "individual anplificationto purify and |13 DR SRINVASAN (pjection. Lacks

14 select for intended targets' (page 3). In fact, 14 foundation. Calls for specul ation.

15  Forshew had considered but dismssed mltiplex 15 THE WTNESS: VélI, | don't know about that.

16 targeted anplification.” 16 It is aconprising claim The eTAm Seq uses

17 Do you see that? 17 targeted miltiplex PCR It therefore neets the

18 A | see those sentences. 18 claimlintation. And if an additional stepis

19 Q  You do agree, though, that the 19 added, yet the clains can be napped to the product,

20  Forshew (2012) publication we've been | ooking at, 20 the product still infringes, as | understand.

21 that it does use multiplex targeted application; 21 BY DR WALTER

22 correct? v Lexitasl.egal com/Prermier Lexias | 97 Q  And you understand that the sane thing

23 A Inthe preanplification step, it does use 23 applies with regard to prior art. |If the prior art

24 miltiplex PR 24 discloses a targeted multiplex PCR and includes an

25 Q Soas far as Natera was suggesting in this 25 additional step, it would still satisfy the clains;
Page 67 Page 69

1 office action response that Forshew was not using 1 right?

2 miltiplex targeted anplification, that would be 2 DR SRINVASAN (pjection. Qutside the

3 incorrect; right? 3 scope. Lacks foundation. Calls for a |egal

4 DR SRINVASAN (bjection. Calls for a 4 concl usi on.

5 legal conclusion. 5 THE WTNESS: | haven't formed any opi ni ons

6 This is entirely outside the scope of his 6 onvalidty.

7 declaration. 7 BYDR WALTER

8 THE WTNESS: | guess |'mnot reading that 8 Q How nmany patent cases have you been an

9 at all. 9 expert in?

10 BY DR WALTER 10 A Qiite a few
11 Q But you agree that insofar as Natera was 11 Q Mire than a dozen?

12 suggesting -- and maybe you don't agree that that's |12 A That's probably a true statenent.

13 what they're suggesting; but to the extent they were |13 Q Mre than two dozen?

14 suggesting that Forshew doesn't use targeted 14 A Probably a true statement.

15 miltiplex anplification, that woul d be incorrect 15 Q Mire than three dozen?

16  because Forshew does use multiplex targeted 16 A That, | don't know | don't know the exact
17 anplification; right? 17 nunber.

18 DR SRINVASAN (bjection. Lacks 18 Q (kay. And sothis is a conprising claim
19 foundation. Mscharacterizes testinony. Qutside 19 right?

20 the scope. Calls for a legal conclusion. 20 A Itis.

21 THE WTNESS:  Again, I'mjust not reading it |21 Q W'retaking about Qaim1 of the '454

22 that way. 22 patent. That's a conprising claim right?

23 BY DR WALTER 23 A | believe it is. Let nme just reviewthat

24 Q kay. Youread it how? 24 quickly, but | believe that is correct. VYes.

25 A WII, | nean, |'mjust reading it froma 25 Q  And so do you understand what conprising
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Page 70 Page 72
1 neans in the context of patent law as someone who's | 1 subset of this presentation. This trial was several
2 testified as an expert in nore than two-dozen patent | 2 years ago.
3 cases? 3 Q Take a noment and review and see if you can
4 DR SRINVASAN (bjection. Qutside the 4 confirmwhether these are actual slides you relied
5 scope. Calls for a legal conclusion. 5  upon.
6 THE WTNESS:  VéII, I'mnot a legal expert. 6 And 'l remnd you that you' re under oath
7 I've testified in many depositions. |'ma technical | 7 here today.
8 expert. | rely on standards that are provided by 8 A VeIl understood.
9 counsel. | have not provided any opinions on 9 Can you repeat the question, M. Vélter?
10 validity. They're not set forth in ny declaration, |10 Q Pease confirmthat these are the
11 so I'mnot prepared to offer any opinions wth 11  denonstrative slides you relied upon when testifying
12 respect to validity. 12 at trial on behal f of QACEN
13  BY DR WALTER 13 A | cannot confirmthat | relied on each and
14 Q Gkay. | was asking about conprising. You 14 every slide in the Q AGEN case.
15 understand what "conprising" neans in the context of |15 Q Wen you testified at that QAENtrial on
16 patent |aw as sonmeone who's testified as an expert 16 behal f of QAGEN you were under oath?
17 in nore than two-dozen patent cases; right? 17 A Yes, | was.
18 DR SRINVASAN (bjection. Qutside the 18 Q  You were truthful ?
19 scope. Calls for a legal conclusion. 19 A Yes, | was.
20 THE WTNESS:  Véll, |'ve only anal yzed 20 (Defendant's Exhibit 5 was narked.)
21 conprising with respect to infringenent. 21 BY DR WALTER
22 DR HABERNY:  Derekisoetre~aski ng hi m abetts | 22 Q I've handed you now a portion of your trial
23 validity. He's not offering opinions about 23 testinmony fromthat QAGEN trial, and you can see
24 validity. This judge has stated in her orders and 24 there at the beginning there's actually your oath.
25 at the status conference that discovery is goingto |25 Do you see that on page 887 on Exhibit 5?
Page 71 Page 73
1 belimted for this proceeding. Ve will call the 1 A | do.
2 Qourt and have this resolved if you don't stop 2 Q Andtake a look at the text that appears on
3 asking himquestions outside the scope of the 3 page 906, line 25, to page 907, line 21.
4 opinions that he came here to offer. 4 A I'msorry. Howfar on page 907?
5 DR WALTER (Ckay, | think -- 5 Q Line 2L
6 DR HABERNY:  You' re asking hi m about 6 A kay. | read through that.
7 invalidity. 7 Q Al right. Based on that testinony, you can
8 DR WALTER | think this is a fair question | 8 confirmthat you re using slide 21 in Exhibit 4 to
9 here. 9 contrast target-specific PCRwith universal PCR
10 DR HABERNY: No, it's not. Do not ask him |10 correct?
11  about invalidity anynore. 11 A That's correct.
12 DR WALTER Al right. Your position's 12 Q And the barcoding PR that's done in RaDaR
13 clear. 13 you understand that to be a universal PCR?
14 (Defendant's Exhibit 4 was marked.) 14 DR SRINVASAN (bjection. Vague.
15 BY DR WALTER 15 THE WTNESS: V@I, | think |'ve testified
16 Q Al right. [I've handed you a docunent 16 there are two barcoding steps: Qne invol ving
17 that's been marked as Exhibit 4. It's entitled 17 target-specific anplification, and then there's the
18  "Summary of Qpinions." 18 second step invol ving universal anplification.
19 What is Exhibit 4, Dr. Metzker? 19 BY DR WALTER
20 A \Véll, Exhibit 4 appears to be a trial 20 Q Gkay. That second step that involves the
21 presentation involving QAGEN 21  sanpl e-specific barcodes that you cite in your
22 Q  And these are denonstratives that you used 22 report, that is a universal PR correct?
23 intestifying at trial; correct? 23 A Can we go to that figure?
24 A | have not seen these in a while. |'mnot 24 Q  You can look at whatever you want in your
25 sure whether | relied on this presentation or a 25 report.
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1 A WII, I"'mtrying to understand your 1 DR SRINVASAN (pjection. Calls for a
2 question. Wat's the basis of your question? 2 legal conclusion. Qutside the scope.
3 Q The question was clear. And there's -- the 3 THE WTNESS: No, |'d characterize it the
4 barcoding PCR that you contend is done in RaDaR in 4 way | just characterized it in ny last sentence.
5 order to produce sanpl e barcodes, that's what you 5 BY DR WALTER
6 would characterize as a universal PCR correct? 6 Q Wen you testified at the QAGEN trial, you
7 DR SRINVASAN (bjection. Vague. 7 were under oath?
8 THE WTNESS: VeI, | think I've 8 A | was.
9 characterized it today, in today' s deposition, 9 Q  And your testinmony was truthful ?
10 because it's in conbination with the t multinplex 10 A It absolutely was.
11 PR That second PCRis also a miltiplex PR step. |11 Q MNow you characterized that barcoding PCR as
12 But it is using common priners to anplify everything |12 a multiplex PCR Wuld you characterize that
13 that has conmon adaptors based on the first PCR 13 barcoding PCR as a targeted multiplex PCR?
14  BY DR WALTER 14 DR SRINVASAN (pjection. Calls for a
15 Q Gkay. And based on that, you would call 15 legal conclusion. Qutside the scope.
16 that a universal PCR right? 16 THE WTNESS:  The first step in -- the first
17 A VI, I've characterized it here today as a |17 PORstepis atargeted miltiplex PR | would say
18 multiplex POR using common priners in anplification. |18 the second step is a multiplex PCR
19 Q | know you've characterized it here today as |19 BY DR WALTER
20 a mltiplex PCR using common priners in 20 Q kay. And the first step that you were
21 anplification. But that process, that PCR 21 referring to in paragraph 97, that's the anplicon
22 process -- let's try to doietested smieye tedias | 22 PCRcorrect?
23 Let's take a look at paragraph 97. There's |23 A That is correct.
24 astep there that refers to barcoding PCR 24 Q That's what you would call the "targeted
25 A Yes, thisis afigure fromGle 25 miltiplex PCR'; correct?
Page 75 Page 77
1 (2016) [sic]. 1 DR SRINVASAN (pjection. Calls for a
2 Q That barcoding PCR that uses -- that uses a | 2 legal conclusion. Qitside the scope.
3 common tail sequence that's attached to all the 3 THE WTNESS: V@I, this is part of the
4 fragnents? 4 eTam Sequence -- seq assay; this is where they're
5 DR SRINVASAN (bjection. Vague. 5 using target-specific priners that have adaptors
6 THE WTNESS: That is ny understanding. But | 6 attached to the ends that are both taggi ng and
7 this figure is actually illustrating ny point that 7 anplifying tagged products. That's what | -- how
8 even the barcoding PORis multiplex PCR anplifying 8 I've described what's going on in eTAm Seq.
9 miltiple targets within the sane sanple. 9 BYDR WALTER
10 BY DR WALTER 10 Q Thecircled figure that's |abel ed as
11 Q kay. And that process that you contend 11 "anplicon PCR" that you refer to as a "targeted
12 anplifies miltiple targets in the same sanple, would |12 miltiplex PCR'; correct?
13 you characterize that as a universal PCR? 13 A They're using target-specific priners, and
14 DR SRINVASAN (bjection. Calls for a 14 they're anplifying miltiple loci. So you would
15 legal concl usion. 15 refer to this as "targeted miltiplex POR"
16 THE WTNESS: Vel l, | think |'ve answered 16 Q  And the barcoding POR you would only refer
17  the best way | can, that based on the way | 17 to that as "multiplex PCR'; correct?
18 understand RaDaR to operate, that second PR is 18 A That is the way |I've characterized it.
19 using common sequences adapted to the fragments but |19 Q  And why woul d you characterize it
20 is performng a multiplex PCR reaction anplifying 20 differently?
21 miltiple targets. 21 A Because the second step i s using commn
22 BYDR WALTER 22 priners, not target-specific priners.
23 Q@ Ckay. That's nonresponsive. 23 DR SR NVASAN Counsel, we've been going
24 That barcoding PCR woul d you charact eri ze 24 for about an hour. | do request a break.
25 that as a universal PCR? Yes or no? 25 DR WALTER Ckay.
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1 DR SRINVASAN Before we break, |'d like 1 DR SRINVASAN (bjection. Vague.
2 toput onthe record that Natera reserves the right 2 THE WTNESS: VeI, | think it neets the
3 tostrike all testimony about invalidity and prior 3 linitation of one or nore universal tail adaptors.
4 art. 4 BY DR WATER
5 THE VIDEORAPHER V@' re going of f the 5 Q Al right. Now you understand that claim
6 record. Thetimeis 11:35 a.m 6 element 1Crequires that follow ng the generation of
7 (Recess. ) 7 the tagged products, that there be one or nore
8 THE VIDEORRAPHER  \¢' re back on the record. 8 anplification processes, at |east one of whichis
9 It's1l:48am 9 targeted?
10 BY DR WALTER 10 A \Wrereferring to the '454 patent now?
11 Q Al right. Now we talked earlier about how |11 Q The '035 patent.
12 for Qaiml1A of the '035 patent, you rely upon the 12 A The '035 patent. QdaimiC?
13 barcodi ng PCR process. 13 Q Yes. No, 1B Sorry, 1B
14 Do you recall that? Did you do that in 14 You understand that daim1B of the '035
15  paragraph 87? 15 patent requires that there be one or nore
16 A | do state that Gale (2018) uses the 16 anplifications foll owing generation of the tagged
17  TAmSeq -- eTAm Seq technol ogy that enpl oys 17 products, and at |east one of those anplifications
18  barcoding PR 18 has to be targeted; correct?
19 Q  And you rely upon that barcoding PCR for the |19 A There is a wherein clause, one of the
20 universal tail adaptor element. W discussed that 20 anplification steps conprises targeted anplification
21 at the beginning of your deposition. 21 of aplurality of single nucleotide pol ynorphi sm
22 Do you recal |t hat-extastegalcompremier tedias 1 22 (SNP loci) in a single reaction vol une.
23 A | don't understand the question. 23 Q In the RaDeR process, what targeted
24 Q  You rely upon the barcoding PCR as 24 anplifications are there, if any, followng the
25 introducing the universal tail adaptors that are 25 barcoding PCR step?
Page 79 Page 81
1 recitedin QaimBenent 1A correct? 1 A | don't think there are any targeted after
2 DR SRINVASAN (bjection. Vague. 2 the barcoding, but the tagged products in 1C comes
3 THE WTNESS: | think that is not correct. 3 fromthe first target multiplex PCR step.
4 BY DR WALTER 4 Q Soyou don't rely upon the barcoding PCR for
5 Q kay. Let's golook at Oaiml2 5 damBenent 1A is that correct?
6 If you look at the bottomof page -- 6 A  JdaimBenent 1A-- of the -- again, the
7 paragraph 108, you state: 7 '035?
8 "According to Defendant, Gale (2018) uses 8 Q  Yes.
9 the eTAm Seq technol ogy that enploys barcoding PCR 9 A The barcoding step was the question?
10 using universal tailed adaptors.” 10 Q  Yes.
11 Do you see that? 11 A That is correct. The tagging cones in
12 A | do see that as the |ast sentence. 12 through the targeted multipl ex PCR step.
13 Q Based on that, you would agree that you are |13 Q Wy, at the bottomof paragraph 108, do you
14 relying upon the barcoding POR in RaDaR for the 14 point out that the barcoding PCR uses universal tail
15 universal tail adaptors elenent claim correct? 15 adaptors? Wat's the point of that?
16 A Véll, | think, as | testified, it's one of 16 A The point of that is because of the claim
17 the adaptors that I'mrelying on. The CSL and C2 17 limtation 1B for the other wherein step, wherein
18 adaptors are al so incorporated, and they also -- 18 one or nore anplification steps introduces a barcode
19 person of ordinary skill in the art would have 19 in one or nore sequence tags; and because daim12
20 understood that would neet the limtation of the 20 depends on daim1, that's why |'mciting that.
21 universal tail adaptor. | testified to that. 21 Q Gkay. But you don't cite -- you don't
22 Q Al right. So you rely upon what you 22 actually refer to the sequence tag or the barcode in
23 contend is a universal tail adaptor in connection 23 connection with this claim You only refer to the
24 with the barcoding POR's one feature that satisfies |24 universal tail adaptor; right?
25 the universal tail adaptor elenent; is that correct? |25 A I'msorry. | don't understand the question.
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1 Q In paragraph 108, where you refer to the 1 DR SRINVASAN (bjection. Vague.
2 barcoding POR you don't actually refer to the 2 THE WTNESS: Vel |, | woul d disagree with
3 barcode or the sequencing tag. You, in fact, only 3 that.
4 refer to the universal tail adaptor that you think 4 BYDR WATER
5 s there; right? 5 Q  Wich other step besides 1A actually refers
6 A WIIl, daiml12 is a depending claim and 6 toauniversal tail adaptor?
7 it's awherein one or nore of the universal tail 7 A \Vll, daim1Bwhich is anplifying the
8 adaptors conprises a first universal tail adaptor or | 8 tagged products; so, therefore, they've already
9 a second universal tail adaptor. That's the 9 included the universal tail adaptors.
10 limtation. And in ny opinion, a personal of 10 A'so has a wherein clause:
11 ordinary skill inthe art woul d have understood the |11 "Qne of the anplifying steps introduces
12 adaptors that cone in through barcoding are -- can 12 barcodes or one or nore sequence tags, and those are
13 neet that limtation. 13 introduced by universal tail adaptors." So | think
14 DR SRINVASAN Counsel, |'d like to ask 14 it conpletely depends on Qaim1B as well.
15 when you ask the witness questions, please don't 15 Q JdaimSep 1B does not include the | anguage
16 laugh or demean him 16 "universal tail adaptor"; right?
17 DR WALTER  Ckay. 17 A It does not. It includes the tagged
18 BY DR WALTER 18  products which incorporated the universal tail
19 Q  Paragraph 1A-- daimBEenent 1Ais the one |19 adaptor in step 1A
20 that refers to the universal tail adaptor; right? 20 (Discussion off the record.)
21 A JdaimlAis tagging isolated cell-free DNA 21 (Defendant's Exhibit 6 was marked.)
22 with one or nore universatraisteoadaptors to generate |22  BY DR WALTER
23 atail product. 23 Q Al right. 1've handed you a docunent
24 Q And by virtue of your opinions in Qaim12, |24 that's been marked as Exhibit 6, but it's entitled
25 you rely upon the barcoding PCR process for that 25 "Encycl opedia of Medical Devices Instrunentation.”
Page 83 Page 85
1 claimelenent; correct? 1 Do you recogni ze this?
2 A Not necessarily, no. 2 A | do.
3 Q  Your opinion states: 3 Q Wat is this?
4 "According to defendant, Gale (2018) uses 4 A \WIIl, it's achapter that | wote for the
5 the eTAm Seq technol ogy that enploys barcodi ng PCR 5 Encycl opedi a of Medical Devices and | nstrumentation,
6 using universal tail adaptors." That's what your 6 17, 18 years ago.
7 report says; right? 7 Q It was in 2006, it was published?
8 A Vell, it does say that; but you re not 8 A Correct.
9 focused on the sentence before that that says 9 Q MNow you state on page 384, you have a
10 "Gale (2018) described the InVision liquid biopsy 10 paragraph refers to mltiplex PR
11  platformtechnol ogy (used in the RaDaR assay), which |11 Do you see that?
12 includes tagging isolated cell-free DNAwith one or |12 A 384, | do not see multiplex PCR
13 nore universal tail adaptors to generate tagged 13 Q Al right. About hal fway down on the
14  products.” | alsorely on that sentence. 14 left-hand colum, there's a paragraph that begins
15 Q  And then the very next sentence refers to 15 with "miltiplex PQR"
16  the barcoding PCR right? 16 A | do see that paragraph.
17 A Vll, it does. As | testified, | do believe |17 Q And the last sentence reads:
18 that one -- one of ordinary skill in the art woul d 18 "Moreover, up to 46 priner pairs have been
19  have understood that the one or nmore universal tail 19 similtaneously anplified by miltiplex PRwith
20 adaptors woul d include the barcoded adaptors used in |20 excellent success (90% for the |arge-scale
21 the barcodi ng PCR step. 21 identification of human single nucleotide
22 Q Andit's only step 1A of the clains that 22 pol ynor phi sms by hybridization to high-density DNA
23 refers to the universal tail adaptor. There's no 23 CHParrays."
24 other step that refers to the universal tail adaptor |24 Do you see that?
25 other than step 1; right? 25 A | do see that sentence.
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1 Q Andit was true, in fact, that as of 2009, 1 single-tube miltiplex PCR of over 9,000 targets for
2 it had been reported to do over 9,000 targets in a 2 sequencing; correct?
3 single multiplex reaction for sequencing; correct? 3 A It does have a preanplification step that
4 DR SRINVASAN (bjection. Lacks 4 does target at multiplex PR
5 foundation. Qutside the scope. 5 Q O over 9,000 targets; correct?
6 THE WTNESS: | think you're referring to a 6 A That's what they report.
7 FHuidigmpatent that 1've previously relied on, and 7 DR WALTER Al right. Do you want to take
8 | believe they reported up to 9,200 targets in a 8 a break for the Iunch?
9 miltiplex PR 9 DR HABERNY: Sure.
10 BY DR WALTER 10 THE VI DEOGRAPHER V@' re going of f the
11 Q  For sequencing; correct? 11 record. The tine is 12:06 p.m
12 A For sequencing. But it's a Fluidigm and so |12 (Recess. )
13 | don't renenber -- | don't think it was actually 13 THE VI DECGRAPHER V' re back on the record.
14 miltiplex PCR It woul d have been the Sngleton 14 The tine is 12:16 p.m
15 approach that we've seen in Forshew 15 BYDR WATER
16 Q  And what was the Singleton approach? 16 Q kay. Isit accurate that for the '035
17 A Were a sanple woul d be allocated into 17 patent you rely on both -- strike that.
18 individual conpartrent wells, and then individual 18 Is it accurate that for the ' 035 patent, you
19 priner pairs would be used to anplify specific 19 rely upon the preanplification step of
20 target regions. 20 Forshew (2012) for both QaimHBenment 1A and daim
21 DR WALTER Al right. |'ve narked as 21 Henent 1B?
22  Exhibit 7, Mchael Metzkerierestdeongtter of |11 uniene | 22 A Yes.
23 versus MNatera in a deposition transcript from 23 Q You rely upon the sane anplification process
24 May 29th, 2020. 24 for both el enents; correct?
25 (Defendant's Exhibit 7 was marked.) 25 A N
Page 87 Page 89
1 BYDR WALTER 1 Q Al right. P ease explain.
2 Q@  You were truthful during this deposition? 2 A \Vell, | amrelying on the preanplification
3 A | absolutely was, but the date on the front 3 step for the elenent in daimlA of tagging isolated
4 page isn't correct. 4 cell-free DNAwith one or nore universal tail
5 Q Wat is the actual date? 5 adaptors to generate tagged products. | amalso
6 A It should be April 29th, 2020. 6 relying on the preanplification step. In 1B, where
7 Q ay. 7 the anplifying the tagged products one or nore tines
8 A And that's set forth in the testinony. 8 to generate final anplification products, depend on
9 Q Let's take a look at page 188, lines 12 to 9 the wherein, one of the anplification steps
10 15 10 conprises target anplification of a plurality of
11 It states: "It is the -- are 9,216 11 single nucl eotide pol ynorphisns. But |'malso
12 different target nucleic acid all anplified in the 12 relying on the second step where the -- and I'm
13 sane reaction."” 13 looking at Forshew figure -- Forshew (2012), the
14 Your testimony was: "Correct." 14 figure in paragraph 109 where it says "sequence
15 "I'n the preanplification" -- excuse ne -- 15 adaptor and barcode attachment." |'mrelying on
16 "inthe pre-preanplification, that is asingle tube |16 that PCR step neeting the claimelenment wherein one
17 of multiplex PCR reaction." 17  or nore of the anplification steps introduce as a
18 Do you see that? 18 barcode in one or nmore sequencing tags.
19 A | do see that. 19 Q You understand that it's the -- your
20 Q kay. That was your testinony at the tine? |20 contentionis it's the preanplification step that
21 A It was. And the step | was referringtois |21 generates the tagged products that are referred to
22 the next step where they are allocated into 22 indamBenent 1A of the '035 patent; correct?
23 individual wells and anplified separately. 23 A The preanplification step is creating the
24 Q kay. Sointhe PCR-- in the Fluidigm 24 tagged products in daimlA of the '035 patent.
25 reference that you opined upon, that is teaching a 25 Q And then you rely upon the preanplification
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1 process for subsequent step 1B that refers to 1 report, do you explain that the -- well -- let's do
2 anplifying the tagged products wherein one of the 2 it this way.
3 anplification steps conprises a targeted 3 For daimHB ement 1A of the process of
4 anplification; correct? 4 generating the tagged products, you are relying upon
5 A That is correct. 5 the first cycle of the PCR preanplification;
6 Q kay. Isit accurate, then, that you're 6 correct?
7 taking the preanplification step and breaking it 7 A Yes, that would be the first tine the
8 intotwo parts: Qne part that you allocate to step 8 target-specific primers will hybridize to the
9 1A and then another part that you allocate to step 9 cell-free DNA
10 1B? 10 Q And then for step 1B, you're relying upon
11 DR SRINVASAN (bjection. Vague. 11 the subsequent 14 cycles; correct?
12 THE WTNESS: | amnot breaking apart the 12 A \Véll, I"'monly relying on those cycles that
13 preanplification step. 13 anplify the tagged products.
14  BY DR WALTER 14 Q  Wiere, if anywhere in your report, do you
15 Q You are relying upon the entirety of the 15 state that you're only relying upon the first cycle
16 preanplification step for both step 1A to generate 16 for step 1A and then the subsequent 14 cycles that
17 the tagged products and also QaimStep 1B that 17 only anplify the tagged products for step 1B?
18 refers to anplifying the tagged products one or nore |18 A \Véll, | generally explainit in-- first, |
19 tines wherein one of the anplification steps 19 can have a chance to look at paragraph 87.
20 conprises targeted anplification; is that right? 20 So on page 47, the first sentence says:
21 DR SRINVASAN (bjection. Vague. 21 "Gal e (2018) describes the Invision liquid
22 THE WTNESS:  |' mrrelsriearoofietde redias | 22 i opsy platformtechnol ogy (used in the RaDaR assay)
23  preanplification step, which includes 15 cycles. | 23 which includes tagging isolated cell-free DNAwith
24 explained that, actually, inny reviewarticle that |24 one or nore universal tail adaptors to generate
25 you've presented as figure -- or Exhibit 7, where 25 tagged products.”
Page 91 Page 93
1 theinitial PCRanplifies the genomc targets, but 1 A person of ordinary skill in the art would
2 subsequent rounds of PCR begin to anplify the 2 understand how PCR works; and in subsequent rounds,
3 product fromthe last cycle; and it's that product 3 the products of the previous round becone the
4 fromthe last cycle that now constitutes the tagged 4 tenplate for the next cycle.
5 products that are being anplified. So that's all 5 Q Gkay. Were do you say anywhere in your
6 happening within that preanplification step. 6 report that you're relying upon the first cycle of
7 BYDR WATER 7 the PCRto generate the tagged products, and where
8 Q@ Soyou allocate a portion of that 8 do you point out that first cycle?
9 preanplification step to the tag and process 9 A Véll, | don't explicitly point out the first
10 generation, and then another portion of it to the 10 cycle. It's well known how the PCR cycl e works.
11 anplifying the tagged products; is that right? 11 Q kay. MNow where, if anywhere, do you state
12 A No. I'mnot allocating anything. |'mjust |12 in your report that you re relying upon the
13 describing the PCRcycle. And it is illustrated in |13 subsequent 14 cycles that only anplify the tagged
14  figure 1 of Exhibit 7, where the first cycle of PCR |14 products? Were do you say that? Were do you
15 anplifies fromthe target sequence. But subsequent |15 point out those 14 cycl es?
16  cycles of primer extension, tenplate denaturation, 16 A Véll, I"'mlooking at paragraph 94, and |
17 and then hybridization -- all of the products now 17 say:
18 that are being anplified are fromthe previous 18 "The accused assay satisfies this claim
19 cycle. And, inthis case, it's the tagged products. |19 linmtation. For exanple, the RaDaR assay i ncludes
20 Q MNow figure 1 of Exhibit 7, that's not in 20 anplifying the tagged products one or nore tinmes to
21 your report anywhere? 21 generate final anplification products wherein one of
22 A It isnot. It's one of the references that |22 the anplification steps conprises target -- targeted
23 iscitedinny O/, and | do rely on ny know edge in |23 anplification of a plurality of single nucleotide
24 providing opinions in this declaration. 24 pol ymorphism (S\NP loci) in a single reaction
25 Q kay. Nowwhere, if anywhere in your 25 volure."
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1 Q@ That's your best disclosure of that? 1 isthefirst cycle; and then the renaining 14
2 A Yes. 2 cycles; correct?
3 Q kay. Now where, if anywhere, do you refer | 3 A |I'mjust explaining howthe PCR process
4 tothe preanplification step involving 15 cycles in 4 works.
5 your report? 5 Q kay. For the purpose of your infringenent
6 A Itisinthe-- sol'mrelying on 6 theory, you rely upon the first cycle of the
7  Forshew (2012). You provided that as one of the 7 preanplification step for daimHBenent 1A correct?
8 exhibits. And it states that -- | think in the 8 A The first cycle is howthe tagged -- how
9 nethod section. 9 the -- howtagging isolated cell-free DNAis
10 Q kay. Wereis that in your report? Were |10 performed with one or nore universal tail adaptors
11 is the 15 cycles referred to in your report? 11  based on what is disclosed in Forshew (2012).
12 A SoI'lIl first take you to paragraph 56. 12 Q  And nowhere in your report with respect to
13 "In forming the opinions set forthin this 13  daim1A do you specifically call out that first
14 declaration, | considered '454 patent, the '035 14 cycle, do you?
15 patent, their file histories, and other docunents 15 DR SRINVASAN (bjection. Asked and
16 cited in this declaration, including the follow ng 16 answered.
17  docunents"... 17 THE WTNESS: Vell, | didn't think | needed
18 So | relied on Forshew for how the assay 18 to. | didcall out, for exanple, that the RaDaR
19 worked; and in that docunent, it states that it does |19 assay includes tagging isolated cell-free DNAwith
20 15 cycles in the preanplification step. 20 one or nore universal tail adaptors to generate
21 Q  Were in your declaration do you refer to 21 tagged products.
22 the 15 cycl es? v Lexitasl.egal com/Prermier Lexias | 97 Anybody who understands the PCR cycl e woul d
23 DR SRINVASAN (bjection. Asked and 23 understand that woul d happen in the first cycle.
24 answered. 24  BY DR WALTER
25 THE WTNESS: | will look againtoseeif | |25 Q Al right. Now in the subsequent 14 cycles
Page 95 Page 97
1 have a specific notation for that. 1 of the preanplification, there will be DNA fragnents
2 Vell, | would say it's associated with the 2 that include the universal tail sequence; correct?
3 figure, for exanple, in paragraph 88. The 3 A Can you repeat that question, please?
4 preanplification and access array. | illustrate the | 4 Q In the subsequent 14 cycles of the
5 figure there as text associated with this figure 5 preanplification, there will be DNA fragnents that
6 that's not explicitly cited in this report; but this | 6 include the universal tail sequence; correct?
7 figure relies on that information, and that's 7 A They will be the product of the previous
8 exactly what Forshew did. 8 anplification cycle.
9 BYDR WATER 9 Q  And those DNA fragments that include the
10 Q Gkay. Now, nowhere in paragraph 88 does it |10 universal tail sequence, they can be subject to
11 refer to 15 cycles of PR correct? 11 anplification by one of the priners in the pool;
12 A No, it refers tothe figure. And through 12 correct?
13 testinony today, |'ve addressed your requests where |13 A (ne of the target-specific primers in the
14 1've explained the 15 cycles and where the 15 cycles |14 pool that's specific to that target.
15 cone from 15 Q Andthat will yield an additional tagged
16 Q  You understand that needed to be in your 16  product; correct?
17 report; right? 17 A That is correct.
18 A \WIIl, I'vetried to provide a very detailed |18 Q And you rely upon that process for step 1B
19 report but to make it concise enough so that it hits |19 of the claim correct?
20 the main points. That's a detail in Forshew and 20 A Wich process are you referring to?
21 I'mhappy to explain that further which |'ve done 21 Q The process | just described, wherein a DNA
22 through testinony today. 22 fragment which includes a universal tail sequence is
23 Q Al right. Now, inQdaimlA-- soyoure 23 subject to anplification by one of the priners in
24  taking the preanplification and you' re breaking it 24 the pool that's specific to the target.
25 into two parts conceptually: The first part, which |25 A | rely on the product that contain- -- that
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1 is nowtagged with a universal tail adaptor is now 1 isstill present if -- and when it gets copied, it
2 subject to the wherein clause of one of the 2 doesn't change. It's still present. Soit
3 anplification steps conprising target anplification. | 3 separates in the denaturation step. Soif a
4 Sothere are target-specific priners. They target 4 target-specific priner hybridizes to another
5 the tagged product, and they create a new tagged 5 cell-free DNA nolecule, it is still tagging
6 product. 6 according to daiml1A so alittlebit of it is
7 Q  And that happens only in the last 14 cycles 7 still happening in cycle 2 and cycle 3 because that
8 of the PCR preanplification step in Forshew (2012); 8 doesn't go away.
9 correct? 9 What happens is you' re now mul tiplying the
10 A That's correct. Every time a priner 10 amount of tagged product in the reaction, so by
11 hybridizes, it is tagging the product with a new 11 probabilities in the subsequent cycles, nost of the
12 tag. 12 tagged product now becones a tenplate for the priner
13 Q Al right. Now where do you call out those |13 extension reaction.
14 last 14 cycles in connection with step 1B 14 Q Al right. Soif | understand correctly,
15 specifically? Were do you point out that you're 15 you rely upon processes that take place wherein a
16 relying upon those last 14 cycles and not the first |16 priner hybridizes to an original cell-free DNA
17 cycle? 17 ol ecul e and generates a conpl ementary strand in the
18 A VéIl, I'lIl point you to paragraph 94, where |18 first cycle of PR for step 1A correct?
19 1've already testified that the RaDaR assay includes |19 DR SRINVASAN (bjection. Vague.
20 anplifying the tagged products one or nore times to |20 THE WTNESS: |f that process happens. Not
21  generate final anplification products wherein one of |21 every cell-free DNA nolecule will actually hybridize
22 the anplification steps conprissesotarget ed tedias | 22 to a target-specific priner; but in the instance
23 anplification of a plurality of single nucleotide 23 where that does happen, | do believe it neets the
24 pol ymorphism (SNP loci) in a single reaction volune. |24 claimlimtation of tagging isolated cell-free DNA
25 | mean, | state that in ny declaration. 25 with one or nore universal tail adaptors to generate
Page 99 Page 101
1 Q And in that passage, you don't refer to 1 tagged products.
2 either the first cycle or any of the separate 14 2 BYDR WALTER
3 cycles, do you? 3 Q And that is the process you rely upon for
4 A | do not, because one of ordinary skill 4 step 1A correct?
5 woul d have understood how the PCR cycl e works. For 5 A Véll, that's the process that's used in
6 exanple, |'ve witten about it. It's in Exhibit 7. 6 Forshew (2012).
7 MAdit's and well under- -- this cycle woul d be 7 Q Is there any other process that you rely
8 understood by a person of ordinary skill. 8 upon for step 1A other than that process?
9 Q  And those subsequent 14 cycles that generate | 9 A Again, are you asking with respect to
10 the "new tagged product,” as you refer toit, do you |10 Forshew (2012)?
11  rely upon those 14 cycles for daimH enent 1A? 11 Q  For your infringerment case.
12 DR SRINVASAN (pjection. Asked and 12 A Yes. Sol citeto Gale (2018), and |
13 answvered. 13 explain how Gale (2018) al so neets the limtation of
14 THE WTNESS:  Nb. 14 daimlA and that's in paragraph 87. | alsorely
15 BYDR WATER 15  on Lipsyc-Sharf (2022) in paragraph 90 --
16 Q You rely upon the first cycle for Qaim 16 Q kay. Let ne stop you. |'mnot asking
17 HBenment 1A and the 14 subsequent cycles for daim 17 different publications. |'masking different
18 Henent 1B, correct? 18 processes. Do you understand the difference?
19 A N 19 A \Véll, | do now
20 Q kay. You don't rely upon the 14 cycles 20 Q Gkay. That was ny question. Processes, not
21 after the first cycle for AaimHBenent 1A correct? |21 publications.
22 A I don't -- I"mnot trying to break it down 22 (kay. So what you contend infringes in the
23 intocycle 1is -- reads onthe limtationin daim |23 RaDaR product -- that means step 1A of daim1 of
24 1A and then the remaining cycles only read on the 24 the '035 patent -- is a process wherein a
25 limtationindaimlB The original cell-free DNA |25 target-specific priner hybridizes to a cell-free DNA
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1 ol ecul e and generates a conpl enentary strand so as 1 Mscharacterizes testinony. Vague.
2 to create a new DNA nol ecul e that has a universal 2 THE WTNESS: VeI, it generates a tagged
3 tail adaptor; correct? 3 product. It does -- it does do that. But it's all
4 DR SRINVASAN (bjection. Vague. 4 based -- all of ny information is based on publicly
5 THE WTNESS: | woul dn't characterize it 5 availabl e docunents; and if there's nore documents
6 that way. So Forshew (2012) does use 6 out there, | would reserve the right to review those
7 target-specific primers; but on the 5 prine end of 7 as well.
8 the primer sequence is either the CSL or the C2, 8 BYDR WATER
9 the common sequence. That is thetag. Soit 9 Q And that process that we've just discussed,
10 requires the primer to actually be a conposition of |10 that happens if the first cycle of the
11  both target-specific region and the tailed to neet 11 preanplification POR correct?
12 the claimlimtation of 1A of the '035 patent. 12 A WIIl, | think as I've testified, it does
13 BYDR WALTER 13 happen in the first cycle; but it can al so happen in
14 Q Al right. And that process, you contend 14 subsequent cycl es.
15 that's what infringes in RaDaR correct? That's 15 Q Are there any other processes, other than
16 what meets daimBenent 1A in RaDaR correct? 16 the one we've just discussed, that you believe
17 DR SRINVASAN (bjection. Asked and 17 satisfies that tagging claimelement in Henent 1A
18 answered. Mscharacterizes testinony. 18 of the clain?
19 THE WTNESS: Wl |, what |'msaying that 19 DR SRINVASAN (bjection. Asked and
20 neets that claimlimtationis the preanplification |20 answered.
21 step where a target-specific primer with a universal |21 THE WTNESS: VeI I, based on the public
22 tail adaptor hybridizes to-isolatettecel|-free BN& |22 documents | have right now, that appears to be the
23 and extends it to create the tagged product. 23 only information that | have; but that infornation
24 BY DR WALTER 24 seens sufficient to render ny opinion that it neets
25 Q Arethere any other processes in RaDaR that |25 the claimlinitation.
Page 103 Page 105
1 you believe neets daimHBenment 1A other than that 1 BYDR WALTER
2 process? 2 Q MNow for daimHBenent 1B, there are
3 A Yes. 3 processes wherein the cell-free DNA -- the copied --
4 Q  Ckay. Wiich process? 4 let nmetry to ask this a different way.
5 A \ell, there is a wherein cl ause: 5 Now, in QaimHBenent 1B what you rely upon
6 "The isolated cell-free DNAis isolated from| 6 is the portions of the preanplification process
7 a blood sanple collected froma subject who is not a | 7 wherein a primer hybridizes to a copy of a cell-free
8 pregnant wonan. " 8 DNA nolecul e that was generated in a previous cycle
9 Q kay. | think -- I"'mnot asking about that. | 9 of the PCR process and generates a new tagged
10 Let's try toisolate it down. Let's just focus on 10  product; correct?
11 the claimlimtation that refers to tagging isolated |11 DR SRINVASAN (bjection.
12 cell-free DNAwith one or nore universal tail 12 Mscharacterizes testinony. Vague.
13 adaptors to generate tagged products. | want to 13 THE WTNESS:  Sorry. |'mnot follow ng your
14 focus on that claimelenent only. 14 question.
15 Do you understand that? 15 BY DR WALTER
16 A | do now 16 Q IndamHBenent 1B which you rely upon,
17 Q Now the process that you contend satisfies |17 are the courses of the preanplification process
18 that claimelenent in RaDaR is the process wherein a |18 wherein a high priner hybridizes to a copy of a
19 primer that's specific to a target and that has a 19 cell-free DNA nol ecul e that was generated in a
20 5 prime universal tail adaptor hybridizes to a 20 previous cycle of the PCR process; correct?
21 cell-free DNA mol ecul e and extends it to generate a |21 A | guess it's easier just to stay to the
22 new DNA nol ecul e that is conpl enentary to the 22 claimlanguage in what you're referring to as the
23 cell-free DNA nolecul e and has the 5 prine tail; is |23 "copied CDNA -- cfDNA nol ecule with atagonit."”
24 that right? 24 It's just the tagged product; right? And | am
25 DR SRINVASAN  (bjection. 25 relying on those products that have been generated
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1 in step 1A are now subject to one or nore 1 not neet the lintation of daimlA
2 anplifications where one is a target anplification 2 (D scussion off the record.)
3 or wherein one is subject to introducing barcodes or | 3 THE VI DEOGRAPHER V@' re going of f the
4 one or nore sequencing tags. 4 record. Thetinmeis 12:48 p.m
5 Q MNow that process, that can only happen in 5 --0(--
6 the 14 cycles of the preanplification step that 6 ( LUNCHECN RECESS.)
7 happened after the first PCR step; correct? 7 --0Q--
8 A That is correct. So step 1B can start as 8 THE VIDECRAPHER  The tine is 1:18 p.m
9 early as cycle 2, but it doesn't necessarily -- is 9 BYDR WATER
10 limted to cycle 2. 10 Q Dr. Metzker, have you ever heard of the term
11 Q And you don't say that in your report 11 "anplification" used in the context of PCR
12 anywhere, do you? 12 anplification?
13 DR SRINVASAN  (bjection. 13 A In general, yes.
14 Mscharacterizes testinony. 14 Q Wiat do you understand anplification to
15 THE WTNESS:  Again, | think | do 15 refer toin that setting?
16 characterize that in ny report. | pointed you to 16 A Vell, inthe setting of PCR it's where a
17 several paragraphs where |'ve said that the RaDaR 17 tenplate nolecule is copied and that is repeated
18 assay neets this claimlimtation with respect to 18 miltiple times to make multiple copies.
19 either the target anplification or introducing 19 Q@  And how many cycles of repetition can there
20 barcodes in one or nore sequencing tags. 20 beinthat anplification process?
21 BYDR WALTER 21 A |I'msorry. Wich process are we talking
22 Q  Were in your reportedoyourstate that steg= |22  about?
23 1B can begin as early as the second step of the 23 Q  The anplification process.
24  preanplification process in RaDaR? Pl ease point ne |24 A There can be nurmerous cycles. People have
25 to a paragraph where you state that. 25 used all kinds of cycle nunbers.
Page 107 Page 109
1 A (h | cannot state it with that much 1 Q Isthereany limt?
2 specificity; but | ampointing to you the general 2 A |'msure thereis. | nean, | don't think
3 statement that is in paragraph 94, and |' mnow j ust 3 you would cycle for infinity.
4 answering questions that you've asked about these 4 Q Wat's the largest nunber of cycles you' ve
5  different elenents. 5 ever heard of for anplification?
6 Q kay. Now those processes wherein the 6 A For asingle reaction, as many as 60.
7 priners hybridize to tagged products that are 7 Q  And how about in the context of a multiplex
8 generated as early as the first step of the 8 POR? Wat's the largest nunbers of cycles you' ve
9 preanplification process, that will generate new 9 heard of for anplification?
10 tagged products; correct? 10 A | don't know off the top of ny head. |
11 DR SRINVASAN (bjection. Vague and 11 think multiplex, you tend to use fewer cycles; but |
12 inconpl ete hypot hetical . 12 don't renmenber what's the highest nunber.
13 THE WTNESS: A target-specific primer with |13 Q (ne exanple we're aware of is 15in the
14 a universal adaptor -- 14 Forshew reference; right?
15 (Reporter clarification.) 15 A Yes.
16 THE WTNESS:  -- that hybridizes to a tagged |16 Q MNow you understand that when you're tal king
17 product will create a new tagged product. 17 about those copies in the context of anplification,
18 BY DR WALTER 18 the only nol ecul es that people understand to be the
19 Q Do you rely upon those, quote, "new tagged 19 copies are the mol ecul es that result when the priner
20 products" that we just referred to for step 1A of 20 hybridizes to an original sanple nol ecul e and the
21  the clain? 21 point where this generates a conpl enentary strand.
22 A (h, that doesn't neet step 1A because step 22 That's the only thing that people refer to as copies
23 1Arequires that tagged -- tagging isol ated 23 inthe context of PCR anplification; right?
24 cell-free DNA  So -- so a tagged product that acts |24 A I'msorry. |'mnot understanding the
25 as atenplate to create a new tagged product does 25 question.
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1 Q Now inthe context of anplification, you 1 ‘"isolated cell-free DNA nol ecule.” The
2 talked about how that refers to naking copies of a 2 hybridization of the target-specific prinmer with the
3 ol ecul e? 3 universal tail adapter tags -- creates the tagged
4 A \WIl, | said just making copies, yes. 4 product.
5 Q Now the only thing that people understand 5 BYDR WATER
6 tobeacopyinthe context of PCRanplificationis 6 Q And howis that tagged product created?
7 the product that results when the priner hybridizes 7 A The tagged product is created by hybridizing
8 toone of the original sanple nolecules and a 8 tothe target-specific region of the cell-free DNA
9 conplenmentary strand is generated. But that's -- 9 and performing primer extension to now include the
10 that's the only thing people call a copy; correct? 10  sequence of the cell-free DNA plus now the uni versal
11 A I'mnot sure | agree with that. 11 tail adaptor.
12 Q Gkay. WlI, what else would be a copy? 12 Q MNow that product that you said now incl udes
13 A VeI, first, I'mnot sure what people would |13 a sequence of the cell-free DNA that's actually the
14  agree with. | nean, I'mnot -- | can tell you what |14 conpl enentary sequence; correct?
15 | think, but | don't know what people woul d agree 15 A Inthat cycle, that's correct.
16 with 16 Q And the universal tail adaptor that is not
17 Q  Wat do you think? 17 ever covalently attached to the original cell-free
18 A WIIl, | think you can make a copy froman 18 DNA correct?
19 original stand. You can nake a copy froma copy. | |19 DR SRINVASAN (bjection. Vague.
20 don't think -- at the end of the day, they think of |20 THE WTNESS: Not in the method that uses
21 it as a product. 21 PCRto tag the cell-free DNA nol ecul e.
22 Q  Wen you say "youvecarrekeaecopy froma tees |22 BY DR WALTER
23 copy," what did you nean by that? 23 Q And that's what you contend is infringing
24 A Vell, we talked about this in step 1B where |24 here as a nethod that uses PCR to tag the cell-free
25 the anplification can occur froma tagged product 25 DNA nolecul e; correct?
Page 111 Page 113
1 using a target-specific prinmer. So in that case, 1 A Well, theclaimlimtation is tagging
2 the tagged product would represent a copy because 2 isolated cell-free DNA It's not the nol ecul e.
3 it's nowtagged, and that can serve as a tenplate in | 3 Q And do you contend that that is infringed by
4 the next priner extension reaction. 4 PR correct?
5 Q Adwll that lead to a new copy? 5 A Yes. That is one way of tagging cell-free
6 A Vell, | don't know about a new copy, but 6 DNVA
7 it's another copy. 7 Q Andin that process, the universal tail
8 Q@ It's another copy, okay. 8 adaptor is never directly attached to the original
9 Wiy do you di stingui sh between "a new copy" 9 cell-free DNA nol ecul e; correct?
10 and "anot her copy"? 10 A It does not attach to the original cell-free
11 A WII, | guess | don't think of copies in 11 DNAmolecule. It is nade into a copy that is now
12 tinme -- old copy, newcopy. They're just copies. 12 the tagged product. And that's what creates the
13 Q Now we talked earlier about howin step 1A |13 tagged product.
14 of daiml of the '035 patent, you rely upon the 14 Q And then additional copies can be nade from
15 hybridization of the priner with the universal tail 15 that tagged product; correct?
16 adaptor to one of the original cell-free DNA 16 A Correct.
17 ol ecul es; correct? 17 DR WALTER Al right. | don't have any
18 A Can you repeat the question, please. 18 further questions.
19 Q e talked earlier about how for step 1A of 19 DR SR NVASAN Any questions?
20 daim1l of the '035 patent, you rely upon the 20 DR HABERNY: Wiy don't we take a minute to
21 hybridization of the prinmer with universal tail 21 regroup.
22 adaptor to one of the original cell-free DNA 22 THE VIDEORAPHER W' re going of f the
23 nol ecul es; correct? 23 record. Thetinmeis 1:26 p.m
24 DR SRINVASAN (bjection. Vague. 24 (Recess.)
25 THE WTNESS: \élI, | refer toit as the 25 THE VIDECCRAPHER V&' re back on the record.
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1 It's 1:42 p.m 1 well. Sowhat's good for the goose is good for the
2 --0Q-- 2 gander. And if you're going to ask himquestions
3 DR SRINVASAN | just have a few redirect 3 about things that are not in his report, thenit's
4 questions for you, Dr. Metzker. 4 perfectly fair gane for himto give opinions
5 --0(-- 5 especially since his report was done before
6 EXAM NATI ON 6 Neogenonics even served its contentions in this
7 BY DR SR N VASAN 7 case, and so, you know, he's responding to
8 Q@ Isthere nore than one way to tag cell-free 8 contentions; and | think that it's perfectly
9 DNAisolated froma sanple? 9 acceptable for himto do so during a deposition only
10 A Yes. 10 after the fact that he was able to review them
11 Q  And what are they? 11 DR WALTER Ckay. Thank you.
12 A WII, one way which we've been tal king about |12 THE VIDEQRAPHER W' re going of f the
13 is taking the isolated cell-free DNA hybridizing 13 record?
14 primer that has a 5 prine tag attached to it and 14 MR MESSER AN Yes.
15 extending that product to create a doubl e-stranded 15 THE VI DEOGRAPHER  Thi's concl udes today' s
16 DNA nolecule. That is one way of tagging the 16 deposition. Ve're going off the record at 1:44 p.m
17 cell-free DNA 17 (Time noted: 1:44 p.m)
18 Q Are there any others? 18
19 A Yes. You can also use a process call ed 19
20 "ligation," where you can attach -- and you can do 20
21 that enzymatically or chenically to attach the 21
22 universal tailed adapt or svtoithercettufree DNA - tedes | 22
23 Q Are there any others that you can think of? |23
24 A Not off the top of ny head. Ligation would |24
25 be -- or PR -- the two nost common ways of doing 25
Page 115 Page 117
1 that . 1 DECLARATI ON UNDER PENALTY OF PERJURY
2 Q kay. And so these two methods that you' ve 2
3 just described, do you think they achieve 8 I, Mchael L. Netzker, Ph.D., do hereby certify
4 subst antial | y the same result? 4 under penalty of perjury that | have read the
R . 5 foregoing transcript of ny deposition taken on
5 DR WALTER (bjection. Beyond the scope of
. 6  Tuesday, Septenber 26, 2023; that | have nade such
6 hi's report. 7 corrections as appear noted herein; that ny testinony
7 THE WINESS  Yes. 8 as contained herein, as corrected, is true and
8 BY DR SR N VASAN 9 correct.
9 Q@  And do these tagging nethods acconplish 10
10 substantially the sanme thing? 11
11 DR WALTER Sane obj ecti on. 12 DATED thi s day of
12 THE WTNESS.  Yes. 13 2023, at
13 DR SRINVASAN (kay. No further Gty State
14 questions. 14
15 DR WATER Al right. And we'll state for |*°
16 the record that especially with regard to those | ast 1o
17  questions, he doesn't have opinions of doctrine of H
18 equivalents, so trying tolob it in nowis inproper. e
19  And | should note that | think it's been clear that | g Mchael L. Metzker, Ph.D
20 there's sone aspects of his infringenent case that 20
21 are not present in his report, so we're reserving 21
22 our rights on a notion to strike. 22
23 DR HABERNY: W¢ll, Counsel, you spent a 23
24 good bit of this deposition asking hi mabout 24
25 invalidity opinions that were not in his report as 25
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1 CERTI FI CATE OF CERTI FI ED SHORTHAND REPORTER
2 The undersigned Certified Shorthand Reporter and
3 Deposition Notary Public of the States of California,
4 \Washington and Nevada does hereby certify:
5 That the foregoing deposition was taken before ne
6 at the time and place therein set forth, at which tine the
7 witness was duly sworn by ne;
8 That the testinmony of the witness and all
9 obj ections nade at the tine of the deposition were
10 recorded stenographically by me and were thereafter
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13 | further certify that | am neither counsel for
14 nor related to any party to said action, nor in any way
15 interested in the outcome thereof.
16 Further, that if the foregoing pertains to the
17 original transcript of a deposition in a federal case,
18 before conpletion of the proceedings, review of the
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