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PASAHOW-CLOSING ARGUMENT  21-3085

(PROCEEDINGS HELD Iﬁ-oPEN COURT, JURX'PREsEﬁT#)
MR. PASAHOW: SHALL I PROCEED, YOUR HONOR?
THE COURT: YOU MAY. ” |

| . 'CLOSING ARGUMENT ﬁY.

MR. pasanoﬁ: GOOD MORNING.

I’'M GOING TO START WITH A BIT OF A PARABLE THAT'HAS7

SOME HISTORICAL RELATIONSHIP, ALTHOUGH I MUST ADMIT AT THE

OUTSET IT’S NOT ENTIRELY ACCURATE.

BUT ONE MORNING EARLY IN THIS CENTURY SAM LANGLEY, A

_ PROFESSOR WHO HEADED THE SMITHSONIAN INSTITUTION AT THIS TiHE;

CLIMBED UP ON AN AIRPLANE WHICH WAS MOUNTED ON TOP OF A

 HOUSEBOAT IN THE MIDDLE OF THE POTOMAC RIVER WITH A LOT OF

REPORTERS GATHERED AROUND WATCHING. ,;_5

FIRST THEY sT;RTEn AN ENGINE AND THE TWO PROPELLERS
STARTED GOING AﬁoUND. THEN THEY FIRED A CATAPULT THAT'S
ATTACHED TO THE-AxnpnﬁsE; THEY LAUNCHED THIS THING OFF.

AS YOU MIGHT GUESS IT WENT A FEW HUNDRED FEET AND HIT

_ THE WATER AND SANK, WHERE PROFESSOR LANGLEY WAS DULY CHAGRINED

AND EMBARRASSED IN THE PRESS FOR SOME PERIOD THEREAFTER.

WE ALL KNOW ON DECEMBER 17TH 1903 ORVILLE WRICHT

CLIMBED IN A RATHER DIFFERENT MACHINE, HIS BROTHERS HELPED, TWO

| OF THEM WENT DOWN THE SANDS THERE AT NORTH CAROLINA WITH THE

KITTY HAWK WE HAVE THE FIRST FLIGHT.
 NOW, THE TWO ARE VERY, VERY SIMILAR TO EACH OTHER, THE

TWO EFFORTS AT FLYING. BOTH HAD WINGS, THEY BOTH HAD TAILS,

JAMES YEOMANS, OFFICIAL REPORIER, USDC, 415-863-5179
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PASAHOW-CLOSING ARGUMENT ~ 21-3086

THE WRIGHT BROTHERS HAD FIGURED OUT HOW TO MAKE IT WORK.

MECHANICS, THEY NEVER GRADUATED FROM HIGH SCHOOL. THEIR GENIUS

THEY BOTH HAD PROPELLERS. AND, OF COURSE, THE DIFFERENCE WAS

WHAT THEY FIGURED OUT WAS YOU HAD TO HAVE THE BEND IN
THE WINGS THAT'S WHATICREATES THE LIFT. THAT’S WHAT ALLOWED
THEM TO FLY FIRST TIME FOR 12 SECONDS GOING ABOUT A HUNDRED 20
FEET. |

WHY DO I nxscuss_wnxs? I DISCUSS IT BECAUSE I THINK
TAKING WHAT WE’RE TALKING ABOUT INTO A MORE FAMILIAR CONTEXT
MIGHT HELP US UNDERSTAND SOME OF THE ARGUMENTS THAT WERE BEING
MADE. | |

BECAUSE IT CAN BE SAID THAT THE WRIGHT BROTHERS
CERTAINLY WEREN’T THE FIRST ONES TO THINK OF AN AIRPLANE. IT
HAD BEEN TRIED EVEN BEFORE PROFESSOR LANGLEY HAD TRIED TO FLY IN
ONE AND HE HAD CERTAINLY GONE THROUGH THE AIR IN ONE. HE H@D
éoﬁE A HUNDRED FEET OR SO BEFORﬁ HE HIT THE:WATER Anp'cnasﬂzna

IT COULD CERTAINLY BE SAID THE WRIGHT BROTHERS WERE NOT

THE FIRST TO DISCOVER AERODYNAMICS. THEY WERE MERE BICYCLE

WAS DIFFERENT, THEY FIGURED OUT HOW TO MAKE IT WORK.
AND IT CAN ALSO BE SAID THAT IF THE WRIGHT BROTHERS
WERE ALLOWED TO PATENT THEIR AIRPLANE, OF COURSE THEY DID, IT
WOULD BE UNFAIR BECAUSE THEN pnorzsson.LhNGLEY COULDN’T GO BACK |
AND DO WHAT IT WAS HE HAD DONE AND THAT JUST WOULDNT BE RIGHT.
| ;Linoucn ONE WONDERS IF PROFESSOR LANGLEY AFTER THE

WRIGHT BROTHERS MADE THEIR AIRPLANE AND TOLD PEOPLE HOW TO FLY, |

JAMES YEOMANS, OFFICIAL REPORTER, USDC, 415-863-5179
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 PASAHOW-CLOSING ARGUMENT 21-3087

| WOULD REALLY WANT TO GO GET BACK IN THAT THING AND GO CRASHING

“INTO THE RIVER AGAIN.

NOW, ﬁHAT_I PkrnczPALLY INTEND TO QALK:ABOUi.IR MY
PRESENTATION THIS MORNING IS WHAT'wﬁ BE£IEvﬁ HISTORY SHOWS
REALLY HAPPENED FIRST IN THE KHORANA LAB, AND THEN OVER THE
COURSE OF THE YEARS BETWEEN WHEN THAT PERIOD ENDﬁD IN 1975-nﬁbz

DR. MULLIS BEGAN HIS WORK IN 1983, THEN WHAT HAPPENED AFTER DR. |

| MULLIS MADE HIS HISTORIC DISCOVERY.

WE’LL TALK ABOUT THIS HISTORIC EVIDENCE AND THEN I‘LL

TALK QUITE A BIT ABOUT WHAT”SCIEHTISTS HAVE SAID OUTSIDE THIS

. COURTROOM AND COMPARE IT TO WHAT’S BEEN SAID IN THIS COURTROOM.

ONE THING I’M NOT GOING TO BE ABLE TO TELL YOU IN MY

PRESENTATION THIS MORNING, AND LET ME SAY THIS IN ADVANCE, I

| cam’T TELL YOU MY ANSWERS TO THE POINTS THAT MR. FIGG IS GOING

 TO BRING UP WHEN I SIT DOWN.

BECAUSE MR. FIGG HAS ‘THE BURDEN OF PROVING BY CLEAR AND

51conv1nc1ne EVIDENCE IN THIS CASE HE'S PRIVILEGED UNDER THE RULES"
TO SPEAK FIRST AND LAST. SO I HAVE TO ASK THAT WHEN YOU HEAR |
| HIS ARGUMENTS, THE ARGUMENTS I'CAN'T-RESPﬁND-TO, Yoﬁ"THINK OF
 ﬁTHE ANSWERS THAT BY NOW I‘M SURE YOU xNow I'D GIVE GIVEN THE

'EMBARRASSING NUHBER OF TIMES WE'VE BEEN THROUGH THE MAJOR POINTS

'.IN 'I‘HIS CASE.

LET ME BEGIN WITH THE RE-EXAM:NATroNfPRocEss'THAT.THESE_'

VPATEnTs-wEREiGRANTEb.. YOU'LL RECALL THIS WAS THE POSTER THAT

WAS PREPARED FIRST WITH THE DU PONT PATENT LAWYER AND THEN

TJAMES. YEQMANS OFFICIAL REPORTER, Usnc, 415—363-5179 g.}:'
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 PASAHOW-CLOSING ARGUMENT . 21-3088
MODIFIED SOMEWHAT WHEN THE CETUS PATENT Lawynn-was-rnsrirviuc.

BND THIS PROCESS, OF CDURSE, FOLLOWS UPON THE ORIGINAL'

ISSUANCE OF THE PATENTS AND UNDER THE 1LAW JUST THE ISSUANCE OF

~ THE PATENTS GOING THROUGH THE PROCEEDING THE FIRST TIHE AND

CONVINCING THE PATENT OFFICE EXPERTS THAT_YOU HAVE A NEW, NOVEL,

PATENTABLE == NEW, NDVEL, PATENTABLE INVENTION CREATES A BURDEN

OF PROOF ON . SOHEONE WHO WANTS TO CHALIENGE THAT PATENT

THE PATENT IS PRESUMED TO BE VALID, PRESUKED THE PATENT’

_OFFICE KNEW WHAT IT WAS DOING AND AS A RESULT SOHEONE

CHALLENGING THE PATENT MUST SHOW CLEAR AND convrncrns~ﬁvxnﬂncﬁf
TO SHOW THAT ANY CLAIM IS INVALID.
WHEN A PARTY WHO WANTS TO CHALLENGE ‘A PATENT FIRST

TAKES ITS CASE TO THE PATENT OFFICE AND LOSSES, AS DU PONT DID |

'HERE, AND THEN GOES TO COURT WITH MUCH THE SAME CASE PLUS A BIT
_MORE, AS JUDGE PATEL HAS TOLD YOU THE BURDEN IS EVEN HEAVIER.

| WE STILL CALL IT THE SAME THING, WE STILL SAY CLEAR AND

CONVINCING EVIDENCE BUT THE PATENT OFFICE IS PRESUMED TO HAVE |
DONE THE RE-EXAHINATION PROCESS CORRECTLY AS WELL.
SO THE PARTY CHALLENGING'IT MUST SHOW BY CLEAR AND

CONVINCING EVIDENCE THAT AN ERROR WAS MADE BY EVIDENCE, AS JUDGE|

 PATEL EXPLAINED, THAT IS HIGHLY PROBABLE AND FREE FROM SERIOUS

DOUBT. THIS KIND OF EVIDENCE MUST SHOW THAT A CLAIM IS INVALID. |

NOW, HERE I THINK IT’S ESPECIALLY APPROPRIATE THAT THE |

PATENT OFFICE DECISION IS ACCORDED SPECIAL TREATMENT. AFTER ALL

'YOU HAVE A DECISION IN THE FIRST INSTANCE, AT LEAST IN THIS

~ JAMES YEOMANS, OFFICIAL REPORIER, USDC, 415-863-5179

L - v T - —— - o T e s TR T




1l

N

10

11

12

13

14

15

16

17
18

19 .

20

21

22

23

24

- 25

e

' FOOLED BY OVERSIMPLIFICATIONS, BY VELCRO CHARTS THAT DON’T QUITE]

| OF WHAT THE SCIENCE REALLY IS.

ABSOLUTELY NEUTRAL IN THESE MATTERS. HE’S THERE AS OUR PUBLIC

'AND DO HIS JOB AS WELL AS HE CAN.

PASAHOW-CLOSING ARGUMENT ‘ ~ 21-3089
RE-EXAMINATION BY nocrbk'daﬁns uaRTiNELL.

AS YOU'VE LEARNED HE’S A PH.D. MOLECULAR BIOLDGISTS.'
HE ﬂﬁNT THROUGH THE POST—DOCTORAL FELLOWSHIP PERIOD IN THE
LABORATORY OF DR. FRENCH ANDERSON, THE SCIENTIST FROM THE
NATIONAL INSTITUTES OF HEALTH WHO WAS HERE TO TESTIMONY AND HE
DID THE KIND OF MOLECULAR BIOLOGY WORK WE’RE TALKING ABOUT.
'HE, OF COURSE, MUST UNDERSTAND MUCH OF ﬁnaruﬂnfnn

TALKING ABOUT BETTER THAN I DO CERTAINLY AND HE WOULD NOT BE
HAVE IT RIGHT. HE’D KNOW WHAT’S RIGHT AND WHAT’S WRONG IN TERMS

BY THE TIME HE HANDLED THIS CASE DOCTOR MARTINELL HAD
RISEN THROUGH THE RANKS TO BECOME A PRIMARY EXAMINER AND YOU
HEARD THAT MEANS HE WAS ESSENTIALLY TRAINING YOUNG PEOPLE,
SUPERVISING THEIR EARLY WORK AND HE WAS AUTHORIZED BY THE PATENT_
OFFICE IN Hzé OWN NAME TO SIGN HIS OWN DECISIONS. -

IT’S IMPORTANT THAT DOCTOR MARTINELL, OF COURSE, IS

SERVENT. HE SERVES THE PUBLICS INTEREST. HE’S NOT HIRED OR
PAID BY ANY OF THE PARTIES. | | |

| I8 HIS JOB TO SEE WHAT OUGHT TO BE PROTECTED‘URQER.
THE PATENT LAWS IS.deTECTED. wnam'ouéﬂw NOT TO BE_EROTECTED_.
AND LEFT IN THE PUBLIC REAIM IS LEFT IN THE PUBLIC REAIM. HE

HAS NO BIAS OR FAVORITISM TOWARDS ANY PARTY, HE’S THERE TO TRY

JAMES YEOMANS, OFFICIAL REPORTER, USDC, 415-863-5179
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 PASAHOW-CLOSING ARGUMENT = 21-3090

 YOU ABOUT IT, AND IT TOOK ITS BEST CASE.

WHILE WE'VE HEARD ABOUT SOME TIME GQALS,'OR'QUOTAS; OR
WHATEVER, I GUESS IT‘S NOW CLEAR THEY DON'T APPLY TO RE-EXAMS,
SO nocfba MARTINELL WAS IN NO HURRY, ALL HE HAD TO DO WAS TAKE
KIS TIME AND GET IT RIGHT.

NOW, DU PONT TOOK ITS BEST CASE TO THE PATENT OFFICE,
IT KNEW WHEN IT wﬁNT TO THE.PATENT OFFICE THAT A RESULT WOULD BE|
HERE IN COURT. THIS LAWSUIT HAD ALREADY STARTED, THE LAWSUIT
STARTED BACK HERE AND WHEN DU PONT HAD FILED WE WERE A IONG WAYS _'
.nowN THE ROAD.

SO DU PONT KNEW'TBAT WHATEVER HAPPENED IN THAT PATENT
OFFICE PROCEEDING WAS GOING TO BE THE SUBJECT OF US TALKING TO

THEY HAD A DECLARATION FROM DR. KORNBERG AND HE
EXPRESSED TO THE PATENT OFFICE MUCH THE VIEWS HE EXPRESSED TO
You.

THEY HAD A DECLARATION FROH ANOTHER EMINENT SCIENTIST,

- DR. JOSEPH SAMBROOK, WHO I'LL TALK MORE ABOUT LATER AND DR.

SAMBROOK EXPRESSED HIS VIEWS. ' AND IN THAT FILING DU PONT SPENT
ABOUT HALF OF ITS iIME REFERRING TO THE 1A ROCHE RE-EXAM WHICH
HAD BEEN FILED SEVERAL MONTHS EARLIER AND IT ALREADY RESULT?D'IH
SOME INITIAL ORDERS THAT DU PONT FbﬁND-UnravaAB;E;

| S0 DU pONT'xNEw.ﬁHAT THE TARGET WAS, IT TOOK ITS AIM AT|
THAT TARGET; IT WENT IN THERE WITH A LARGE FILING COMPLETE WITH
EVIDENCE AND ALL OF THIS WAS CONSIDERED BY THE PATENf_ExAHINER.

AND TO MAKE SURE EVERYTHING GOT CONSIDERED TOGETHER

TJAMES YEOMANS, OFFICIAL REPORTER, USDC, 415-863-5179
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PASAHOW-CLOSING ARGUMENT -  21-3091
CETUS ASKED THE PATENT OFFICE TO TAKE THE 1A ROCHE PATENT EXAM,

RE-EXAMINATION PROCEEDING AND THE DU PONT RE-EXAMINATION

_PROCEEDING AND PUT THEM TOGETHER IN A JOINT PROCEEDING. THAT
' HAD THE RESULT OF ASSURING THAT EVERYONE’S ARGUMENTS WERE ALL

- CONSIDERED AT ONCE.

| THERE WON’T BE ONE DECISION THAT CAME OUT ONE WAY OR
SLIGHTLY DIFFERENTLY IN ONE PROCEEDING THAN THE OTHER, ALL THE
ARGUMENTS OF ALL THE PARTIES WERE CONSIDERED IN THE SINGLE
PROCEEDING AND DOCTOR MARTINELL GAVE US HIS ANSWER.

NOW, THE ANSWER AS TO THE 195 WAS PRETTY CLEAR AND
UNEQUIVOCAL AND IT CAME QUITE EARLY IN THE PROCEEDINGS. AS YOU
HEARD FROM THE PATENT LAWYERS WHO-TESTIFIED;;A RE-EXAMINATION
GOES IN STAGES AND IN THE FIRST STAGE THE QARTY-WHO.REQUESfS
RE-EXAMINATION, FIRST HOFFMAN-LA ROCHE, AND THEN DU PONT FILES

ALL THE ART THAT IT WANTS, THE PATENT OFFICE IS ASKED TO

' REEXAMINE A PATENTING ITEM.

A PATENT EXAMINER IS THEN ASKED TO ANSWER THIS -
QUESTION: DOES ANY OF THIS RAISE A NEW QUESTION 6F
PATENTABILITY? AND IN PARTICULAR, WOULD ANY OF THE MATERIAL

THAT’S BEING FILED BE CONSIDERED BY A REASONABLE PATENT EXAMINER]
TO BE MATERTAL TO BE RELEVANT TO THE VALIDITY OF THE CLAIMS?

AS TO THE *195 THE PATENT THAT INCLUDES THE DIAGNOSTICS

. AS WELL AS THE BASIC PCR PROCESS, THE EXAMINER ANSWERED THAT

QUESTION AT THE FIRST STAGE, NO, AS TO ALL THE  CLAIMS THAT ARE

INVOLVED IN THIS CASE.

JAMES YEOHANS, OFFICIAL REPORTER, USDC 415-863—51?9
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PASAHOW-CLOSING ARGUMENT 21=3092

THAT 1S, DOCTOR MARTINELL SAID NONE OF THE CLAIMS

INVOLVED IN THIS CASE ARE SUFFICIENTLY CLOSELY RELATED TO ANY OF

THIS ART THAT A REASONABLE PATENT EXAMINER WOULD EVEN CONSIDER

. THE ART MATERIAL TO EXAMINING THOSE CLAIMS. .

AS TO THE 7202 PATENT THE BASIC PCR PROCESS, THE STORY

IS BIT MORE COMPLICATED. THERE ESSENTIALLY IT’S DIVIDED IT INTO

' TWO PARTS. AND HE DIVIDED IT ALONG THE LINES OF OBVIOUSNESE AND

ANTICIPARION. AS JUDGE PATEL HAS EXPLAINED THERE ARE DIFFERENT

STANDARDS THAT APPLY TO EACH.
AS TO OBVIOUSNESS THE QUESTION OF WHETHER THE
ORDINARILY SKILLED PERSON WOULD TAKE THIS ART AND APPLY IT WITH

1984 ART AND BE ABLE TO DO THE INVENTION. EXAMINER MARTINELL

' SAID NO REASONABLE PATENT EXAMINER WOULD FIND THE NEW KHORANA

ART TO BE MATERIAL TO THAT ISSUE, SO HE REJECTED ALL OF THE
OBVIOUSNESS ISSUES AT THIS FIRST STEP.

AS TO THE ANTICIPATION QUESTIONS HE SAID, YES, A
REASONABLE PATENT EXAMINER WOULD FIND THE NEW ART MATERIAL AND
IT NEEDS A CIOSER LOOK. S0 DU PONT -— OR RATHER CETUS WAS
ALLOWED TO FILE ITS PATENT OWNER’S STATEMENT AT THAT POINT AND

THINGS WENT FORWARD. 1IT WAS AFTER THAT PROCEEDING WHICH OCCURS

' HERE THAT DU PONT FILES ITS RE-EXAMINATION REQUEST.

MATTERS GO ON DOWN THE ROAD AND WE COME TO THE PATENT
EXAMINER’S DECISIONS. WHAT DOCTOR MARTINELL TELLS US IN THESE
DIFFERENT SITUATIONS, I SHOULD SAY DR. MARTINELL AND HIS OFFICE

BECAUSE THE SUPERVISOR UNDER THE RULES ALL erN.THEu,iWHAT THEY

JAMES YEOMANS, OFFICIAL REPORTER, USDC, 415-863-5179
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PASAHOW-CLOSING ARGUMENT 21-3093

10 - -

15 |

TELYL US IN THESE DECISIONS ISiTHAT THE_KHORANA ART THAT’S

| PRESENTED DID NOT MAKE ANY OF THE CLAIMS IN EITHER OF THE

PATENTS INVALID.
THEY EXPLAINED WHY IN SOME TECHNICAL‘TERMS,-BUT'THE

GENERAL PCOINT IS THAT THE ARTICLES ARE-SO'VAGUE AND GENERAL,

‘| FIRST YOU CAN’T REALLY TELL WHAT’S HAPPENING AND, SECOND, THEY

' WOULD NOT HAVE SUFFICIENT INFORMATION IN THEM TO LET SOMEONE IN

1984 FIGURE OUT HOW TO DO PCR.

(CONTINUED ON NEXT PAGE, NOTHING OMITTED)

JAMES YEOMANS, OFFICIAL REPORTER, USDC, 415-863-5179
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CLOSING ARGUMENT-PASAHOW 21-3094
50 THAT'THEH-LEDTTO'THE ULTIMATE CONCLUSION IN THIS
PROCEEDING, WHICH IS THE ISSUANCE OF THE RE-EXAMINATION

CERTIFICATE, AND THAT OCCURRED ON NOVEMBER 27TH JUST A FEW DAYS |

- AFTER THIS CASE WAS ORIGINALLY SET FOR TRIAL;.

'NOW, THERE’S -- OF COURSE, THE FIRST DU PONT ARGUMENT

| ABOUT ALL OF THIS IS, WELL, IT SHOULDN’T MATTER A LOTvBECAUSE
DR. MARTINELL DIDN’T HAVE BEFORE HIM THE NATIONAL SCIENCE

'FOUNDATION GRANT.

fow, THE FIRST POINT TO MAKE ABOUT THAT Is:'-wHY WASN’T
THAT THERE?

AS BOTH THE PATENT ATTORNEYS POINTED OUT, THE WAY WE

'GOT THE LIST OF ART THAT WAS CONSIDERED IN THE RE-EXAMINATION

FIRST, THE LAWSUIT WAS FILED, AND THEN IN THE LAWSUIT

DU PONT GAVE A LIST OF THE ART IT INTENDED TO RELY ON, AND THEN |

. HOFFMAN-LAROCHE FILED THE RE-EXAMINATION REQUEST ANb*SAID,'

TAKING ALL OF THE ART THAT DU PONT HAS IDENTIFIED, DOES THAT
AFFECT THE VALIDITY OF THE PATENT?

S0 THE LIST OF ART WAS NOT DEFINED BY HOFEHAN-LAROCHE

‘THEY TOOK EVERYTHING THAT DU PONT HAD POINTED TO AND ASKED THE

PATENT OFFICE ITS OPINION ON THAT ART.

DU PONT, WHEN IT FILED ITS OWN RE-EXAMINATION REQUEST

: SEVERAL-MONTHS,LATER,-AGAIN HADIEHE OPPORTUNITY TO’IDENTIF¥}
I-ADDITIONAL ART, AND IT DID. BUT IT DIDN'T PROVIDE-TﬁE'PATERTj

| OFFICE WITH THIS NATIONAL SCIENCE FOUNDATION GRANT PROPOSAL IT

~ CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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CLOSING ARGUMENT-PASAHOW 21-3095

NOW TELLS US IS5 SO IMPORTANT.
IT DID,_INTERESTINGLY,:PROVIDE THE'PATENT'OFFICE WITH

ANOTHER ONE OF DR. KHORANA’S GRANT DOCUMERTS. THIS WAS A

- PROGRESS REPORT ON A NATIONAL INSTITUTE OF HEALTH GRANT, ONE

THAT I‘LL COME BACK TO LATER. THIS WAS AN INTERIM REPORT AND,

AS TO THAT, OF COURSE, THE PATENT OFFICE HAS GIVEN Us ITS

OPINION, AND THAT OPINION IS, IT DOESN’T AFFECT THE VALIDITY OF

THE PATENTS.

BUT DU PONT DIDN’T CHOOSE TO PUT THE NATIONAL SCIENCE
FOUNDATION GRANT.pRoPOSAL_THERE.

AND, OF COURSE, AS I SAID AT THE BEGINNING, WE WENT
THROUGH THIS PROCEEDING IN THE PATENT OFfICE;WITH ALL OF US
KNOWING THAT WE WERE GOING TO BE STANDING HERE-EVENTUALLY.
TALKING TO YOU ABbUT IT.

AND THE WHOLE REASON.fOR RE-EXAMINATIONS, WHY CONGRESS

'CREATED THEM, AS YOU HEARD FROM THE PATENT ATTORNEYS, WAS

' BECAUSE IT WAS A REGULAR PROBLEM IN PATENT CASES THAT SOMECONE

WOULD FIND SOME HEW ART, THEY’D CHALLENGE A PATENT, AND THE
PATENT OWNER WOULD BE IN THE PbSITION OF ARGUING TO A JURY ABOUT
TECHNICAL MATTERS ON THIS —- ON THIS ART, AND THE CHALLENGER

WOULD SAY, WELL, THE PATENT OFFICE HASN'T RULED ON IT, S0 YOU,

THE JURORS, YOU HAVE TO RULE ON IT IN THE FIRST INSTANQE.

AND OF COURSE THAT’S WHAT’S HAPPENING HERE.

WE WENT THROUGH THE PATENT RE-EXAMINATION PROCESS AND

TOOK CARE OF MOST OF THE ART, BUT SOMETHING WAS HELD OUT AND NOW|

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080 .
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CLOSING Aasunzuw-pasanow | 21—3096

IT/S BEING HELD OUT AS FAR MORE IMPORTANT THAN ANYTHING ELSE.
YOU’RE TOLD, OH, IF ONLY THE PATENT OFFICE HAD SEEN THAT.

IT’S PROBABLY PREDICTABLE THAT IF CETUS HAD BEEN
SUCCESSFUL IN ITS ATTEMPT TO ADD THIS TO THE PATENT OFFICE
PROCEEDING AFTER IT WAS PROVIDED TO CETUS AND THE COURT
DOWNSTREAM HERE, IT‘S PROBABLY PREDICTABLE THERE WOULD HAVE BEEN
STILL ONE OTHER DOCUMENT. |

 xow, LET ME TALK FOR A MINUTE ABOUT HOW CETUS GOT THIS

DOCUMERT AND PROVIDED IT, BECAUSE THERE’S BEEN, I THINK, SOME

CONFUSION ABOUT THAT.

WHAT FIRST HAPPENED IS, CETUS RECEIVED sonx DRAFT
DOCUMENTS OUT OF THE FILES or M.I.T. IN stpbnsg TO A sunponna
THAT WAS SERVED ON IT MUCH EARLIER, MONTHS_AND MONTHS EARLIER.
AND CETUS BEGAN AN INVESTIGATION, AS YOU MIGHT IMAGINE.

IN THAT, AS YOU'VE HEARD, THERE WAS NO COPY OF THE

GRANT PROPOSAL THAT DU PONT NOW RELIES UPON, ALTHOUGH THERE WAS

A DRAFT OF IT.

IN . . . APPROXIMATELY JULY, AT LEAST ACCORDING To SOME
PAPERS FILED, DU PONT CERTAINLY HAD A COPY OF THE NSF PROPOSAL.
WE’RE NOT QUITE SURE WHEN IT GOT IT.

AND ON AUéUST 18TH, IT WAS FILED IN COURT AND A COPY

'WAS PROVIDED TO CETUS.

THREE WEEKS LATER, CETUS PROVIDED IT TO THE PATENT
OFFICE AND SAID, CAN WE ADD THIS TO THE RE-EXAMINATION

PROCEEDING?

~ CANDACE L. FRANCIS, OFFICIAL REPORIER, USDC, 415-431-6080
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' ‘THREE WEEKS, THIS FIRST DECISION HAD BEEN MADE, THIS ONE THAT I

- WANT TO START A NEW PROCEEDING, YOU CAN, ALTHOUGH, OF COURSE,

SO A NEW ONE WOULDN’T GET DONE IN TIME FOR TRIAL.

' FROM THE PATENT OFFICE ON THE RE-EXAMINATION, AND THE DECISION |

IS THAT ALL OF THE CLAIMS ARE VALID.

- CLOSING KRGUHENT*PASAHOW - : 21~3097

AND THE PATENT orrxcz SAID NO, BECAUSE WITHIN THOSE

HAD HERE (INDICATING), WITH THE RESULT THAT THE PATENT OFFICE

SAID, WE'VE ALREADY DONE OUR WORK IN THIS PROCEEDING. IF YOU
THAT’LL HAVE A LONG TIME PERIOD. THIS ONE TOOK ABOUT 11 MONTHS,

BUT THE PATENT OFFICE ALSO MADE CLEAR THAT CETUS HAD
ACTED ENTIRELY PROPERLY, ALTHOUGH IT DECLIﬁEb 70 REGPEN.

SO CETUS TRIED TO GET IT IN THERE BUT WAS UNABLE TO
BECAUSE IT ONLY RECEIVED IT RIGHT HERE ABOUT THREE WEEKS ~- 63,
RATHER, WITHIN A FEW WEEKS OF THE Expzérgn AND ACTUAL TIME OF
THE PATENT OFFICE DECISION. | - |

IN ANY EVENT, THE BOTTOM LINE IS WE NOW HAVE A DECISION

(PAUSE IN PROCEEDINGS)

MR. PASAHOW: THE QUESTION THEN BECOMES: IS THERE
CLEAR AND CONVINCING EVIDENCE SHOWING THE PQQENT:OFfICE'GOi ™ |
WRONG, THAT THE czazus'snouno BE INVALID? |

AND, OF COURSE, THAT EVIDENCE FOCUSES ON WHAT KAPPENED
IN THE_KHdRANA LABORATORY. |
| AND IT BEGINS . . . wrrH THE ARTICLE BY DR KLEPPE AND
HIS COLLEAGUES IN 1971, | -

'CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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. CLOSING ARGUMENT-PASAHOW | 21-3098

WE EVER WANTED TO, AND WE ALL KNOW WHAT IT SAYS, AND WE ALL KNOW|
WHAT IT DOESN'T_SAY. |

AND WHAT IT DOESN’T SAY IS, IT DOESN’T SAY, AS CLAIM 1
OF THE 202 PATENT SAVS UNEQUIVOCALLY AND CLEARLY, THAT THE

REACTION GOES%‘: FORWARD IN SUCH A WAY THAT THE EXTENSION PRODUCT

SYN‘I'HESIZED FROH ONE PRIHER, WHEN IT’S SEPARATED, CAN SERVE AS

PRODUCT IN THE NEXT CYCLE, AND THAT THIS, IN FACT, HAPPENS AS
REQUIRED IN STEP gC). | |

THE ONLY}?HING THIS SAYS ABOUT THE SECOND CYCLE, OR ANY
OTHER CYCLE AFTER THAT, ARE THESE WORDS:

"IHE ﬁHoLE CYCLE COULD BE REPEATED.“

NOW, THAT’S WHAT THE CETUS WITNESSES KEPT SAYING, THAT
IT ISN’T IN THERE. 1IT ISN‘T IN THERE EXPLICITLY.

AND WHAT MR. FIGG KEPT ASKING THEM IS, WELL, ISN’T IT
TRUE THAT IF EVERYTHING woann-RicHT, YOU WOULD GET THO
MOLECULES? AND IF YOU DID GET_THO MOLECULES AND EVERYTHING
WORKED RIGHT, THE PRIMERS WOULD ATTACH TO THEM? AND IF
EVERYTHING wothn'RIGnT, THEY’D EXTEND? AND, IF SO, IF |
EVERYTHING WORKED RIGHT, AND wﬁ‘pxn THIS AND DID IT'Aciln;-WEfD |
HAVE PCR?

AND WHAT THE WITNESSES FROM CETUS SAID, WITH UNANIMITY, |

WAS, THAT’S RIGHT. IF YOU DO ALL OF THIS, UNDER THE CONDITIONS
| TAUGHT BY DR. MULLIS IN HIS PATENT, AND IN THE LITERATURE FROM
| THE CETUS LABORATORY, BUT NOT KNOWN BEFORE THAT, IF YOU DO IT

UNDER THOSE CONDITIONS, YOU GET PCR, AND YOU HAVE THE FUNCTION

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080

———— T - " ey T - r—eiigioen i el




10

11

12

14 .

15

16

17

o 18
19

20

21

22

24

25

CLOSING ARGUMENT-PASAHOW 21-3099

" everss.

" DOESN’T WORK AND YOU DON’T GET PCR. AND THAT BECOMES VERY
IMPORTANT UNDER THE INSTRUCTIONS THAT YOU WERE READ ANb THAT
YOU’LL BE GIVEN; BECAUSE IT’S CLEAR THAT THIS CLAIM LIMITATION

IN THE PATENT IS NOT IN THIS ARTICLE OR IN ANY Q’I‘HE_R:__ARTICI'.E..'

| EXPLICITLY, IT CAN STILL ANTICIPATE UNDER THIS INSTRUCTION:

23

THAT THE PRODUCT OF ONE CYCLE SERVES aAs TEHPIATE IN LATER

'BUT IF YOU DON’T DO IT UNDER THOSE CONDITIONS, IT.

SO THEN THE QUESTION BECOMES, IF IT’S NOT THERE

w. . . IF AN ELEMENT OF THE CLAIM IS NOT EXPLICITLY
DISCLDSED IN THE ITEM OF THE PRiOR ART, THE ITEM MAY
STILL ANTICIPATE IF THE NATURAL AND INVARIABLE |
_PRACTICE OF THE REFERENCE WOULD NECESSARILY AND
INHERENTLY MEET ALL THE ELEMENTS OF THE CLAIM.
unowEVER,.TﬁE'RULE THAT AN ELEMENT_QF:THE
CLAIM DOES NOT HAVE 'ro BE EXPLICITLY DISCLOSED N A
| PRIOR ART REFERENCE, IF IT Is'iNHERENT IN THE PRIOR
ART, DOES NOT APPLY WHERE THE PRODUCT OF ALLEGEDLY |
ANTICIPATING INVENTION WAS PRODUCED IN MINISCULE
AMOUNTS AND UNDER sucH CONDITIONS THAT ITS PRODUCTIQN}f:'
WAS UNDETECTABLE. |
wpy PONT MUST PROVE BY CLEAR AND CONVINCING
EVIDENCE THAT INHERENCY IS CERTAIN.
"THAT AN EVENT MAY RESULT FROM A GIVEN SET OF

. CIRCUHSTANCES IS NOT SUFFICIENT TO ES‘I‘ABLISH

: CANDACE:L,_FRANQIS,~QFFIcIAL=QEPonmER, USDC, 415-431-6080
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ANTICIPATION. PROBABILITIES, POSSIBILITIES AND
| SPECULATION ARE NOT SUFFICIENT."

AND THAT IS WHY WE SAY THAT THE LIMITATION OF THE CLAIM|

IS NOT IN KLEPPE, AND YOU’LL SEE IT‘S ALSO NOT IN THE OTHERS FOR|

THE SAME REASON.

NOW, THE NEXT PIECE OF ART WE REEP SEEING, OF COHRSE,

1S THE 1972 NSF GRANT PROPOSAL

AND WHAT THIS SAYS ABOUT WHAT HAPPENS AFTER THE FIRST
ROUND Is EQUALLY CRYPTIC AND UNINFORMATIVE ABOUT PRODUCTS
SERVING AS TEMPLATE.

AND THE PART HERE WHERE IT’S DESCRIBED IN LANGUAGE DR.

. KHORANA SAYS: S o

“REPEAT DENATURATION AND THE WHOLE CYCLE.™
AND AT THE END OF HIS PICTURES, HE SAYS: "REPEAT THE
CYCLE.™

NEITHER EXPLICITLY MAKES CLEAR THAT THE PRODUCT IS TO

' SERVE AS TEMPLATE, AND WE GET INTO THE SAME ISSUE: IF'YOUIDO IT
1} RIGHT, UNDER THE CONDITIONS TAUGHT BY THE CETUS SCIENTISTS, xns,-'
'YOU’LL GET PCR. BUT THAT ISN'T WHAT THIS TELLS YOU. THIS JUST

SAYS DO IT AGAIN.

AND IT SAYS SOHETHING RATHER PECULIAR ABOﬂT BOING IT

 AGAIN, TOO.

' THIS IS KIND OF WRITTEN LIKE\A COMPUTER PROGRAH SO YOU

fGO THROUGH THE - THREE STEPS, YOU GET TO THE END, AND IT SAYS

REPEAT THE WHOLE CYCLE,

: CANﬂACE L. FRANCIS OFFICIAL REPORTER USDC, 415-431—6080
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AND THE PROBLEM WITH DOUBLING IS, DOUBLING SAYS:

"DOUBLE THE ORIGINAL DUPLEX"; THAT IS, DOUBLE WHAT YOU PUT IN AT

THE BEGINNING.

AND I EACH CYCLE YOU JUST%O THROUGH AND YOU"RE

- DOUBLING THE ORI@INAL DUPLEX, YOU AREﬁ'T USING THE PRODUCT OF

ONE CYCLE AS TEMPLA‘EIE; YOU’ RE ALWAYS J'U&T DOUBLING THE ORIGINAS
DUPLEX.

'S0 THAT'S THE AHBIGU'ITY, OR MAYBE THAT’S EVEN WHAT DR.

KHORANA EXPLICITLY HAD IN MIND. BUT THAT’S WHAT IT SAYS.

NOW, IS THAT PCR IN A MORE GENERIC SENSE, PUTTING ASIDE
WHAT THE CLAIMS SPECIFICALLY SAY?
I THINK THE MOST ENLIGHTENING TESTIMONY ON THAT WAS DR.

HENRY ERLICH, A SCIENTIST WHO MR. FIGG AND.I AGREE IS -- IS AN

EMINENT SCIENTIST AT THE TOP OF HIS FIELD; ALSO, OF COURSE,' A

CETUS EMPLOYEE.

AND DR. ERLICH TOLD US ABOUT HIS PING-PONG BALL -

 GYMNASIUM. AND YOU’LL RECALL HE TALKED ABOUT THE EXPERIMENT IN

CHAIN REACTION, WHERE YOU TAKE A MOUSETRAP AND YOU HOOK TWO

PING-PONG BALLS TO IT, AND YOU LOAD IT UP IN SUCH A WAY WITH A |

. SPRING SO THAT, WHEN THE MOUSETRAP GOES OFF, THE TWO PING-PONG

BALLS WILL GO FLYING.

AND YOU FILL A GYNMASIUM WITH THESE MOUSETRAPS AI.I..

: :LOADED WITH THEIR PING-PONG BALLS. AND THE EFuFECT IS, YOU CAN

GO IN THE MIDDLE AND DROP A BALL ON ONE, AND IF IT’S ALL SET UP

JUST RIGHT, ONE BALL MAKES TWO GO FLYING, TWO MAKE FOUR GO

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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. FLYING, FOUR MAKE EIGHT, AND SOON YOU HAVE A CHAIN REACTION -

| WHICH FILLS THE WHOLE GYMNASIUM WITH THESE PING-PONG BALLS

FLYING ALL OVER.
NOW, DR. ERLICH SAID, DESCRIBING PCR AS THESE THINGS
DO; THAT IS, EXPLAINING ONE CYCLE AND SAY DOING IT AGAIN, WOULD
BE LIKE SOMEBODY WHO KNOWS THIS pING-pONG-BALL-RﬁAcTIoN aD
WANTS TO TELL SOMEONE ABOUT IT, TELLING IT IN WORDS LIKE THIS:

_ YOU TAKE A MOUSETRAP AND YOU LOAD IT WITH TWO PING-PONG

'BALLS, AND YOU DROP A PING-PONG BALL ON IT AND HOPEFULLY THE TWO|

PING-PONG BALLS WILL GO FLYING OFF, AND THEN REPEAT THE WHOLE

'CYCLE.

NOW, IT DOESN’T TELL YOU ENOUGH. IT’S ACCURATE. ONE

| WHO KNOWS ABOUT HOW IT’S USED IN A GYMNASIUM COULD SAY, YEAH,

ALL THE PIECES ARE THERE, BUT IT DOESN’T TELL YOU WHAT’S
IMPORTANT ABOUT IT. IT DOESN’T TELL YOU WHAT REALLY naTTEks,
WHICH IS IT’S A CHAIN REACTION WHICH IS GOING TO GET REAL
EXCITING IF YOU DO IT UNDER THE RIGHT CONDITIONS.

THE NEXT PIECE OF ART WE KEEP SEEING, OF COURSE, IS THE

* ARTICLE FROM DR. PANET AND KHORANA, AND THIS HAS IN IT TOW'ARDS |

THE END A PART OF THE PARAGRAPH WHICH REFERS TO THE UNPUBLISHED
WORK OF DR. MOLINEUX. " |

NOW, THIS ARTICLE IS INTERESTING FOR REALLY TWO
SEPARATE REASONS: |

THE FIRST IS, AT THE END OF THE KLEPPE PARAGRAPH IN

1971, DR. KLEPPE AND HIS COLLEAGUES SAID, WE’VE REALLY GOT TWO

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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IDEAS. ONE IS THIS ONE INVOLVING TWO PRIMERS, WHATEVER IT IS,
AND THE OTHER IS, IF WE CAN‘T MAKE THAT ONE WORK, BECAUSE THE
TWO TEMPLATE STRANDS KEEP COMING BACK TOGETHER, IF THE ORIGINAL
DUPLEX PREDOMINATES OVER THE TEMPLATE-PRIMER COMPLEX, AND IF
THAT COULDN’T BE ADJUSTED -- OR ELIMINATED BY ADJUSTING THE
CONCENTRATION OF PRIMERS, ONE WOULD HAVE TO RESORT TO SEPARATION |

OF THE STRANDS AND CARRY OUT THE REPAIR REPLICATION .IL_I SEPARATE

TEST TUBES FOR EACH HALF OF THE MOLECULE.

IN THE BODY OF THE PANET.ARTICLE, ALL THE REST EXCEPT

THIS PARAGRAFH, IS ABOUT THE SECOND METHOD. WHAT THEY’ RE

' TELLING PEOPLE BY THAT, OF COU'RSE . 18, THEY WERE UNABLE TO

ADJUST THE CONDITIONS HERE TO MAKE THE FIRST‘PART' WORK, AND SO

THEY WENT TO THE SECOND PART, WHERE YOU SEP_ARATE THE STRANDS IN

| SEPARATE TUBES, AND qQOTJ DO IT A HALF AT A TIME, SOHETHING WHICH

CLEARLY IS GOING TO HhVE 70 BE LINEAR, BECAUSE THERE'S NO
OPPORTUNITY FOR THE_PRthCT TO SERVE AS TEMPLATE.

' NOW, THE PART OF THIS THAT DU PONT POINTS TO ISN’'T

- ABOUT THAT. -IT'S ABOUT THIS UNPUBLISHED WORK OF DR. MOLINEUX.

AND, AGAIN, IT DOESN’T TELL US ANYTHING ABOUT usING-THEg

.'I'EHPIA'I'E -= USING THE PRODUCT OF ONE CYCLE AS TEMPLATE IN THE
.. _ NEX'I‘. 1T DOESN’T TELL Us IT’s GOING TO BE EXPONENTIAL 'I'HE

ONLY THING IT SAYS ABOUT WHAT HAPPENS AFTER THE FIRST CYCLE ARE }

THESE VAGUE REFERENCES TO THE FACT MULTIPLE CYCLES CAN BE DONE.

 WMULTIPLE CYCLES" BECOMES THE SUBSTITUTE FOR THE PATENT

LANGUAGE THAT THE PRODUCT OF ONE CYCLE CAN AND DOES SERVE AS

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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TEMPLATE IN SUBSEQUENT CYCLES. | |

THEN THE ISSUE BECOMES: SURE, IF YOU CAN DECIPHER
THIS -- AND THIS 1S ACTUALLY A 1LOT ﬁARDER TO DECIPHER THAN ANY
OF.THE OTHERS EVEN FOR ONE CYCLE =~ AND YOU DO IT UNDER DR.
MULLIS’ CONDITIONS, YOU CAN SET UP A REACTION THAT WORKS LIKE
PCR, BUT -- NOT BECAUSE OF WHAT THAT SAYS BUT BECAUSE YOU'VE
USED DR. MULLIS’ CONDITIONS.

NOW, THERE’S ONE MORE PIECE OF ART, AND ONE THAT
DU PONT NEVER SHOWED YOU DURING ITS PART OF THE CASE, AND I
SHOWED YOU WHEN I WAS TALKING TO DR. SMITH.

AND AT THIS POINT ﬁE'VE MOVED THROUGH THE ART THAT
DU PONT HAS SHOWN YOU, WHICH APPEARED IN ig?i, IN 1972, IN 1974,

TO THIS GRANT APPLICATION IN 1975. IT’S A _GRANT APPLICATION BY

DR. KHORANA TO THE.NATIONAL INSTITUTE OF HEALTH.

AND WHAT WE HAVE HERE IS A PORTION OF A PROGRESS

REPORT.
| IF YOU LOOK AT IT IN YOUR BOOK, YOU’LL SEE THAT THIS

PARAGRAPH, WHICH IS ON PAGE 39, IS PART OF THE SECTION WHICH
BEGINS ON THE PRIOR PACE, WHICH IS A PROGRESS REPORT FOR THE
PERIOD 1969 THROUGH 1974. -

AND THIS 1S ALL HE SAYS IN THIS REPORT ABOUT HIS
EFFORTS TO BE ABLE TO REPLICATE THE SYNTHETIC DNA THAT HE HAD

MADE. AND HE’S REPORTING TO THE GOVERNMENT, WHICH HAS FINANCED

' THIS WORK, ABOUT WHAT HAPPENED TO THE MONEY THAT THEY’D SPENT ON

IT.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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23

" AND HIS CONCLUSION IS HERE'
Ahgnovcﬂ LIMITED S ESIS (TWO i% THREE
EY
ROUNDS) COULD BE ACHIEVED, EXTENSIVE AND CDHRLETE

REPLICATION OF TﬁE STARTING DNA chLn NOT BE %

A

REALIZED."

NOW, THAT’S AN IMPORTANT POINT, BECAUSE, AS YOU KNOW, -

| IN PCR, YOU HAVE TO EXTEND IT ALL THE WAY TO THE END, BECAUSE

IT’S AT THE END THAT THE PRIMER IS GOING TO ATTACH FOR THE NEXT

ROUND AND BE ABLE TO EXTEND BACK.
AND-wﬁxg DR..RHoﬁana TOLD THE GOVERNMENT IN 1975.ﬁAs; s
THAT HE COULDN’T%EQT THE ORIGINAL DUPLEXES TO EXTEND TO THE END, |
AND IF THEY DON'T é%gpnn'wo THE END, YOU CAN’T DO PCR ON THEM. |
THAT WAS DR. KHORANA'S LAST WDRDs;pN'THE;SUBJECT."HE
HASN’T BEEN HEARD OF ON THE”SUBJE¢T-0F DOUBLE-STRANDED OR

SINGLE-STRANDED PRIMER REPLICATION REACTIONS FROM THIS POINT

. FORWARD. '

AND IT IS IN 1985, OF COURSE THAT THE CETUS SCIENTISTS
FIRST PUBLISHED THEIR ARTICLE.-

NOW, N‘o-r ONLY IS DR. KHORANA wor HEARD OF DURING m'r

; kS

' TEN—YEAR PERIOD, NOBODY, NONE OF THESE PEOPLE WHO WE’RE TOLD

WERE IN THE LAB, _WHO WENT THROUGH THE LAB, NONE OF THESE PEOPLE '

WHO DID 'I‘HE EXPERIHEN‘I‘S ARE HEARD OF ABOUT ANYTHING THAT LOOKS

\-
\5..

ANYTHING LIKE A PCR%*REACTION FOR TEN YEARS
NO‘W, 'I'HAT GAP Is, WE THIHK, AMONG THE MOST COHPELLING :

EVIDENCE IN THE CASE.

~CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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IF PCRHAD BEEN I.HVENT-E-D,I- THERE ARE EXCUS-ES- FOR WHY IT |

MIGHT NOT HAVE BEER USED RIGHT AWAY, BUT THROUGHOUT THIS PERIOB

AS I'LL TALK IN A FE‘W MINUTES, THINGS CHANGED DRAHATICALLY.

THE BOTTOH LINE AS 'I‘O THESE ARTICLES IS, .TK;EY JUS'I‘ Do -
NO'I‘ HEE'I' THE REQUIREMENT OF AN ANTICIPA’.{‘ING PUBLICATION.

ARD THE - JUDGE PA’I‘EL'S INSTRUCTION ON THAT SUBJECT

MADE 'I'HAT VERY CLEAR SHE TOLD YOU THAT FOR A PUBLICA‘I‘ION '1‘0

- ANTICIPATE:

"IT MUST CLEARLY DESCRIBE THE PATENTED
 INVENTION AND MAKE IT poss:anz FOR ONE OF onnxnany
| SKILL IN THE ART TO PRACTICE THE PATENTED INVENTION
'WITHOUT UNDUE EXPERIMENTATION. - :
_“THE.DESCRIPTION_HUST BE SO tﬁLz;'cLﬁxk aﬁn
EXACT As TO ENABLE ONE SKILLED IN THE ART To'PRAGTIcﬁ"'
THE PROCESS WITHOUT HAVING TO DEPEND ON EITHEﬁ_EHE
PATENT OR HIS OR'HﬁR'OﬂN_INVENTIVE SKILLS.
"IF THE DESCRIPTION OFFERS NO ﬁonE-THAﬁ"A .
STARTING POINT FOR FURTHER EXPERIMENTS, OR ITS SUCCESS
18 UNCERTAIN, IT IS NOT SUFFICIENT."

AND THAT REALLY DESCRIBES THESE PUBLICATIONS WE'VE BEEN

| TALKING ABOUT, AT LEAST IN TERMS OF THEIR RELATIONSHIP TO FCR.

'NOW, DU PONT THEN POINTS TO THE’EXPERIMENTS WHICH WERE

- GOING ON IN THE LAB. AND THE FIRST OF THESE EXPERIHENTS WERE IN

- 1969, AND THEY WERE THE - EXPERIHENTS FROM DR. KLEPPE'.

'AND WE ACTUALLY KNOW A LOT ABOUT THESE EXPERIMENTS

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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BECAUSE WE HAVE DR. KLEPPE’S LAﬁ'NOTEBooxs, AND SO WE’VE BEEN
ABLE TO READ THEM AND LEARN PRETTY MUCH WHAT HE DID, AND WHAT s |
DID IN TERMS OF CONTROLS AND, OF COURSE, WHAT HE DIDN’T DO.

AMONG THE MOST ELOQUENT TESTIMONY ABOUT THESE
EXPERIMENTS IS THE FACT THAT THEY WEREN’T PUBLISHED.

YOU'HEARD FROM DR. VAN DE SANDE THAT, IN THE LAB THERE,
DR. KHORANA HAD A PUBLICATION STANDARD. ACéORDING.TO DR. VAN DE|
SANDE, THINGS WOULDN'T BE PUBLISHED UNLESS THEY WERE CLEAR AND
CONVINCING DATA.

THAT IS, THAT -- THAT IS WHY DR. KHORANA WORKED CLOSELY

.;WITH HIS STUDENTS, TO MAKE SURE THAT THE ARTICLES WERE

APPROFRIATE FOR SHOWING THEIR SCIENTIFIC PEERS. THAT’S WHY HE

INSISTED-THAT ALL OF THE RIGHT CONTROLS BE..DONE AND THAT THEY

ALL COME OUT CORRECTLY, AND THAT’S WHY HE INSISTED_THAQ:QHE
EXPERIMENTS BE DONE SEVERAL TIMES WITH CONSISTENT RESULTS.

THE LACK OF PUBLICATION AS TO DR. KLEPPE’S EXPERIMENTS
IS EVEN MORE COMPELLING, BECAUSE WE CAN TRACE THROUGH HIS
NOTEBOOK, AS DR. DAHLBERG DID, AND WE FIND EXPERIMENTS JUST
BEFORE THOSE DU PONT RELTES ON AND JUST AFTER THOSE DU PONT
RELIES ON PUBLISHED IN THE 1971 ARTICLE.

" BUT DR. KLEPPE AND DR. xnagana DID NOT PUBLISH THE
EXPERIMENTS DU PONT RELIES ON, AND ﬁg PROBABLY KNOW WHY, AND
THAT IS, WE ALSO FIND IN THE NOTEBOUK’THE CONTROLS THAT THEY DID

AND THAT DIDN’T COME OUT RIGHT. ONE-OE:THOSE WAS DESCRIBED TO

YOU BY DR. DAHLBERG AND ALSO BY DR. VAN'DE SANDE.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080

— > ™ e =

ey - T e T R T



® .

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

CLOSING ARGUMENT-PASAHOW . 21-3108

THAT WAS EXPERIMENT 28 ==~ 48, IF I‘VE GOT THE RIGHT

CHART.
(PAUSE IN PROCEEDINGS)

MR. PASAHOW: YOU’LL RECALL EXPERIMENT 48 WAS_EXACTLY
THE SAME PIECE OF DNA AS THE EXPERIMENTS DU PONT RELIES UPON,
THIS 29-BASE PAIR PIECE THAT DOESN’T QUITE OVERLAP AT THE END.
AND IN THIS EXPERIMENT, nn.'xmmﬁpx TOOK IT THROUGH TWO CYCLES.

AND SO WE FIGURED OUT, IF HE —- WHAT WOULD HE GET IF HE|
WERE ACTUALLY DOING WHAT DU PONT SAYS? WHAT WOULD HE GET IF HE
WENT THROUGH THIS AND USED THE PRODUCT OF ONE CYCLE AS TEMPLATE
IN THE NEXT AND THEN WENT BACK AND DID IT AGAIN?

AND FROM THAT, YOU CAN GET A.pREDICfION OF THE NUMBER
OF RADIOACTIVE. G’S, T‘S, C’S AND STUFF THAT WILL COME OUT IN
THIS NEAREST-NEIGHBOR ANALYSIS.

AND THEN Yoﬁ.can CHART THAT DOWN HERE, AND YOU CAN
CHART THE THEORETICAL NUMBER YOU SHOULD GET. AND THEN, nEcAUSE'_-

DR. KLEPPE DID A NEAREST-NEIGHBOR ANALYSIS, YOU CAN LOOK AT THE

| REAL MONITOR. AND THEY'RE SIGNIFICANTLY DIFFERENT.

AND, AS DR. VAN DE SANDE PUT IT, IF THIS WAS A CONTROL

FOR TRYING TO DO THIS KIND OF A REACTION, IT WAS A CONTROL ‘THAT

FAILED. IT SHOWED THAT HE WASN'T GETTING WHAT HE’D HOPED TO

GET.

IT SHOWED THAT WHEN HE DID THIS, THE DNA WAS DOING

STRANGE THINGS, OR WASN’T FILLING TO THE END, OR WASN’T DOING

SOMETHING BECAUSE HE WASN’T MAKING THESE PRODUCT SMNDS.

"CANDACE L. FRANCIS, OFFICIAL REPORIER, USDC, 415-431-6080
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TEN -- WHERE, INSTEAD OF USING THE 'DNA. BASE, DR. KLEPPE PUT IN

' VAN DE SANDE SAID, IT SHOULDN’T HAVE BEEN, BUT IT WAS. AS HE

EXPERIMENTS THAT DR. MOLINEUX THOUGHT GOOD ENOUGH TO PUT IN A

AND THERE WERE OTHER CONTROLS.THAT FAILED. YOU RECALL

DR. VAN DE SANDE AND I TALKED ABOUT AN EXPERIMENT -- EXPERIMENT
THE RNA BASE AND SAW IF THAT WOULD BE INCORPORATED. AND AS DR.

PUT IT, ANOTHER FATLED CONTROL.

AND YOU HEARD FROM DR. DAHLBERG ABOUT ANOTHER
EXPERIMENT, EXPERIMENT 75, WHICH IN A MORE INvonvnb WAY CAN BE
ANALYZED AS A FAILED CONTROL IF WHAT DR. KLEPPE WAS TRYING TO DO
WAS SOMETHING LIKE A PCR REACTION. |

SO WE AREN'T Jusr-éunssrnc ABOUT WHAT HAPPENED IN Tnosn'
NOTEBOOKS. WE WENT BACK, WE FOUND THE EXPERIMENTS THAT DR.
KLEPPE DID, AND THEY SHOW PERFECTLY CLEARLXIEHY HE DID NOT
PUBLISH THESE EXPERIMENTS. HE DIDN'T PUBLISH THEM Bﬁcauéz THE
NECESSARY CONTROLS WHEN THEY WERE DONE SHOWED THEY CAME OUT
WRONG .

THE OTHER Expnninnuws ARE THOSE THAT ﬁERE DONE BY DR.
MOLINEUX A FEW YEARS THEREAFTER -- OR STARTING IN ‘69 AND GOING
FOR A FEW YEARS. AND AS TO THESE EXPERIMENTS, WE KNOW A LOT
LESS, BECAUSE DR. MOLINEUX DIDN’T —- DOESN’T HAVE HIS Noigaooxs._

THE ONLY WRITTEN RECORD WE HAVE ARE A RECORD OF A FEW

REPORT TO DR. KHORANA.
ARD WE’VE BLOWN UP THE INFORMATION IN THOSE INTO THE

TWO GRAPHS THAT WE SEEM TO KEEP TALKING TO DR. MOLINEUX ABOUT.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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¢ 5 1 | AND THESE ARE TWO GRAPHS THAT WERE PROVIDED TO DR. KHORANA ~-
an 2 | WE’RE NOT QUITE SURE WHEN ~- AND THIS IS THE ONLY NUMERIC -
® .ﬁ 3 | INFORMATION ABOUT THESE EXPERIMENTS WE HAVE.
4 | AND YOU RECALL IN THIS FIRST ONE, HE'’S USiNé THE
- | 16-BASE PATR LONG DUPLEX WITH ONE PRIMER. SO WE KNOW THIS CAN
¢ 6 | ONLY BE A LINEAR REACTION. HE’S MAKING A COPY AND HEATING IT SO|
7 | THAT THE COPY COMES OFF, PUTTING A NEW PRIMER ON, MAKING ANOTHER
® g | copy.
9 AND HE CHARTS HERE EXACTLY WHAT HE GETS USING A —- WHAT
10 | HE CALLS CONSTANT TEN TIMES EXCESS OF PRIMERS.
. 11 i AND WHAT HE GETS, OF COURSE, IS A CLEAR LINEAR SORT OF |
| 12 | reacriow. :
e 1 | SORRY. I‘VE GOT THAT ONE BACKWARDS. I SHOULD BE OVER
14 | HERE. |
| 15 'HERE'S THE LINEAR REACTION WITH THE ONE PRIME.
* 16 NOW, HERE HE’S GOT A LABEL ABOUT WHAT IT IS THAT THIS
17 | AXIS -- THIS GRAPH REPRESENTS. AND IT WAS THE NUMBER OF COUNTS,
® 18 | HE TOLD US, OFF OF HIS GEIGER COUNTER IN A MICROLITER OF |
19 | soLuTION. THAT'S WHAT THAT GREEK LETTER LAMEDA MEANT. 'I.‘HA'I‘ WAS
20 | HIS TESTIMONY WHEN HE WAS FIRST HERE IN JANUARY. |
® 21 | AND ON THIS GRAPH, DR. MOLINEUX 'I‘ELLS US THE NUMBERS
22 MEAN EXACTLY WHAT THEY SHOULD BE IF YOU LOOK AT THE GRAPH. THIS
o | 23 | LINE, HE SAYS, IS 1500; THIS LINE, HE SAYS, IS ABOUT 2600; AND |
24 | THIS LINE, HE SAYS, IS ABOUT 3,0600. . |
25 THAT IS, THESE NUMBERS CONFORM EXACTLY TO WHAT m
> | ——CANDACE T. FRANCIS, GFFICIAL REPORTER, USDC, 415-431-6080
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LINES WERE IN THIS SINGLE-STRANDED ONE PRIMER -- RATHER, THIS

ONE PRIMER EXTENSION REAC_TION WHERE WE’RE ONLY EXTENDING ONE -

| sTRAND.

WHEN HE GETS OVER HERE, THOUGH, AND HE’S GOT TWO

STRANDS AND TWO PRIMERS IN THERE, THE RESULTS, OF COURSE, LOOK

_ EXACTLY THE SAME: HE’S GETTING A LINEAR INCREASE EACH TIME, AND|
| IT LOOKS LIKE EACH TIME HE’S =~ HE’S COPYING HIS ORIGINAL

TEMPLATE AND MAKING THE SAME AHOUN‘I‘ OF DNA.

BUT DR. HOLINEUX saxs. NO, THAT ISN'T R:GHT.  THESE
NUMBERS HERE ON THE LEFT THAT TELL US THE COUNTS pER;MICRQLITEﬁ
OF SOLUTION DON’T REALLY TELL US THAT.

AND S0 HER‘E, FOR THE FIRST CYCLE, 1 000 DOES MEAN

1,000, BUT WHEN WE GET Up HERE, AND IT LOOKS LIKE ABOU‘I‘ 1900,

THAT HE TELIS US REALLY H-AS TO BE CALCULATED OUT TO BE _1__40‘0._'_

- AND SO IT REALLY WENT UP A DIFFERENT AHOUNT

AND THEN AS TO THIS THIRD ONE, WHICH LOOKS LIKE ON THE

GRAPH IT’S MATCHING ‘HIS 3,000 LINE, HE SAYS, NO, THAT ISN'-T

'REALLY SUPPOSED TO BE 3, ooo:-mﬂﬁ?*s-sﬂpposﬁn 70 BE-2300.

AND WHAT HE DOES 1S, HE SAYS THESE NUHBERS AREN'T

' 'REALLY ‘I'HE NUHBERS BUT WHEN I Do THESE HATHEHATICS I COHE UP
: wITH DIFFERENT NUMBERS AND 'I'HA‘I' NAKES IT EXPOHENTIAL INSTEAD OF

.__LINEAR. 50 I'I' REALLY WASN'T LINEAR LIm IT__WA‘S_ IF I-'I' WAS PCR.

'NOW, YOU HEARD AN INSTRUCTION FROM JUDGE PATEL THAT’S

| RELEVANT TO THAT, AND IT HAS ‘TO DO WITH THE CORROBORATION THAT'S

NECESSARY WHEN SOMEONE CLAIMS THAT HISTORICALLY THEY MADE IT THE|

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080

il - T ST W 5 " A T X T T T -~ = i 3 Itk nOUM




f‘w f” ..-'

10
11
12
13

14

15

16
17
18
19
20
21

22

23
24

- 25

. —————— ]

TESTIMONY ABOUT HIS LEKVING-THE LAE.

GOTTEN 'I‘O THE POINT WHERE HE WAS SURE THIS REACTION WAS WORKING _

_ AND ALL HE NEEDED. WAS -< WAS OKE MORE TEMPIATE ABOUT 50~BASE

| HAVE BEEN READY TO PUBLISH HIS. HANUSCRIPT.

CLOSING ARGUHENT-RASAHOW j 21-3112
INVENTION THAT’S THE SUBJECT OF THE PATENT. | |
' AND WHAT SHE TOLD ¥ou was-  "ALTHOUGH IN SOME
| CIRCUHSTANCES UNSUPPORTED ORAL TESTIMONY CAN BE
'SUFFICIENT TO PROVE PRIOR KKOWhEDGE.OR'USE;~IT HUST.BE.
'REGARDED WiTH-SUSPI&ION'ANb_SﬁBJECTED Td CLOSE
SCRumxnx. |
| "IN THE ABSENCE~Of conThHPoRARY DOCUMENTARY
OR PHYSICAL EVIDENCE TO CORROBORATE IT, ORAL TESTIMONY
IS GENERALLY INSUFFICIENT 7o SHOW- ANTICIPATION OF AN
|ISSUED PATENT.® |
SO THE PATENT'LaﬁsanyE iHAT DOCTRINE Bécgﬁ53-irfsruor_.
UNCOMMON FOR SOMEONE LATER TO SAY, I INVERTEb-AN_iMrbmmANT .
INVENTION, AND PﬁOﬁABLY.QfTEﬁ.DUE.Tb;HISREéQLLECTIQNSjAﬁOUT“NHAT
REALLY'ﬁAPPENED.: | S | |
| THEnEfs~:w036THER-IﬁPoREANT.B:Ts-br Tssrxubﬁv, I ﬁainx;

ABOUT WHAT DR. MOLINEUX DID OR DIDN’T DO. AND THE FIRST IS THE

AND YOU RECALL: THA‘I‘ DR. HOLINEUX SAID THAT HE HAD

PAIR LONG HE EXPECTED TO HAVE PROVEN THAT, ARD THEN HE WOULD

NOW, THIS wonx was VERx IHPGRTANT TO THE xnonann '

LABORATORY .

(PAUSE IN PROCEEDINGS)

' CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080-_._
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- 1972 WHEN DR.

AT M.I.T,

- MR. PASM-IO‘PE BACK WHEN HE PREPARED HIS REPORT TO THE

NATIONAL SCIENCE FOUNBATION . DR. KHORANA SAID THAT THE ABILITY

TO COPY IT IS THE NEXT MOST IHPOR'I‘AHT REQUIREHENT IN TI'IE WHOLE
LABORA‘I'ORY. THAT IS, IT WAS THE SECOND MOST IKPORTANT PROJ’ECT IN
MOLINEUX WAS DOING THIS WORK.

BUT wng HAPPENED 1IN 1972 TO DR. MOLINEUX, HE TELLS US,

IS, HIS TIME TO*LEAVE 'APPROACHED AND HE TOOK THE SUHMER OFF, -AND

THEN HE WENT TO ANOTHER LAB A COUPLE HUNDRED YARDS DOWN THE ROAD
AND HE NEVER FINISHED IT. |
AND HE NﬁvER TALKED TO ANYONE ELSE ABOUT FINISHING IT,
AND HE NEVER TRIED“?O DO ANYTHING TO GET THIS WORK WHICH HE.
TELLS US WOULD HAVE%SOLVED-THE SECOND MOST IﬁPORTANT;PROBLEu N
THE KHORANA LAB JUST%BY SYNTHESIZING A SINGLE 50-BASE PAIR
PIECE.
(PAUSE IN PROCEEDINGS)
MR. PASAHOW: NOW,-THESE INVENTIONS DON’T INVALIDATE

THE PATENT UNDER EITHER OF THE DOCTRINES WHICH APPLY. THE _fFIRST

' IS WHETHER THEY'RE AN INVENTION REDUCED TO PRACTICE THAT WAS NOT

ABAﬁDONED, SUPPRESSED OR CONCEALED.
~ AND THE FIRST POINT IS, THEY WERE NOT REDUCED TO
pRACT?éEQ |
AS JUDGE PATEL HAS:TOLD YOU, TO FIT UNDER THIS:NOTIGR
OF PRIOR‘INvENiION, THE PATENT -- THE PRIOR INVENTION'uusx'BE

THE PATENTED PROCESS ACTUALLY CARRIED OUT AND SUFFICIENTLY

- TESTED TO DEHONSTRA_TE THAT IT WOULD WORK FOR ITS INTENDED

TCANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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PURPOSE.

NOW, DR. KHORANA, OF COURSE, TOLD US IN 1975 THAT IT

DIDN/T WORK. THAT’S WHAT HE SAID IN HIS NATIONAL INSTITUTE OF

HEALTH REPORT TO THE GOVERNMENT. S0 IT WASN’T REDUCED T0
PRACTICE. | | |

| AND IT’S ALSO TRUE THAT IF IT’S -- IF II'S_REDUCED TO
DRACTICE, IT THEN HAS TO BE MADE AVATLABLE ﬁO'THE:PUBLIC,.SO
IT’S NOT SUPPRESSED,-ABANDONED'dn CONCEALED.

AND THE EVIDENCE THAT DU PONT POINTS TO ON 'I’-HI'S IS THE

VISITORS WE KEEP HEARING ABOUT IN THE LAB. AND WE CERTAINLY

 HEARD THAT A LOT OF PEOPLE CAME AND WENT THROUGH THAT LAB.

BUT WHAT WE NEVER HEARD IS THAT ANY VISITOR WAS THERE

ON A DAY WHEN DR. MOLINEUX OR DR. KLEPPE DISCUSSED THE

| EXPERIMENTS THAT WE’RE INTERESTED IN HERE.

AND THE OTHER THING WE HAVER’T HEARD IS THE NAME OF A

SINGLE OUTSIDER FROM THE LAB WHO’S SUPPOSED TO HAVE ABOUT

THESE EXPERIMENTS.
WHAT WE DO KNOW IS THAT WHEN DR. KHORANA AND HIS IAB
STOPPED DOING THIS WORK IN 1975, THERE WAS CERTAINLY NO ONE WHO

HAD BEEN THERE, WHO SAW IT AND REMEMBERED IT AND WAS DOING ANY

OF IT BEFORE CETUS INVENTED THE PCR PROCESS TEN YEARS LATER;

THAT IS, THE ART WAS NOT ENABLED -~ THE ART WAS NOT ENRICHED BY

'I‘HIS. INVENTION BY DISCLOSING IT TO OTHERS WHO COULD AND WOULD

USE IT.

THE OTHER DOCTRINE THAT APPLIES IS WHETHER THE

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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INVENTION WAS PUBLICLY KNOWN, AND IT’S LARGELY THE SAME.

THE POINT IS, WAS THERE AN INVENTION THAT WAS

SUFFICIENTLY REDUCED TO PRACTICE THAT ANOTHER WHO WOULD HAVE

SEEN IT COULD THEN HAVE DONE THE INVENTION IN THE ‘202 PATENT?

THAT 1S, FOR ANY ANTICIPATION, THE QUESTION IS, IS THE

ANTICIPATION SOMETHING THAT IS SUFFICIENTLY COMPLETE THAT THE
" ORDINARILY-SKILLED PERSON COULD SEE IT, LEARN ABOUT IT, AND THEN

' DO THE INVENTION? AND THAT DIDN’T HAPPEN HERE.

AND THE SECOND POINT THERE IS, IT HAS TO BE PUBLICLY

KNOWN, AND IT HAS TO BE KNOWN TO THOSE WHO ARE INTERESTED IN THE

. ART.

AND THAT DIDN’/T HAPPEN HERE, EITHER. BECAUSE THOSE WHO|

'WERE INTERESTED WERE NOT JUST THIS SMALL BAND IN DR. KHORANA'S

| 1AB. EVEN DR. KORNBERG TOLD US OTHERWISE.

AND WHEN HE SAID —— WE’LL HOPEFULLY HAVE THIS ON THE
SCREEN HERE -- THAT -- HE WAS BEING QUESTIONED BY MR. FIGG, AND
MR. FIGG ASKED: | |
. ®IN YOUR EXPERIENCE, WAS THE PCR OR
POLYMERASE CHAIN REACTION A TECHNIQUE OF GENERAL
INTEREST TO SCIENTISTS IN 1969 OR ‘702"
AND DR. KORNBERG SAID: "YES, IT WOULD HAVE BEEN
OF GENERAL'INTEREST, CERTAINLY."
. mDa NUMBER OF OTHERS HAVE TOLD YOU THE SAME THING:

DR. VAN DE SANDE, DR. HAMILTON SMITH, DR. FRENCH ANDERSON, DR.

‘| AARON KLUG.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080

R St

e - . - v - Tl ” T T W ——— TI—— T T T




~J

10

11

12

14
15
16
17

o 18

19

20
21
: 22
23
24

25

CLOSING ARGUMENT-PASAHOW - 21-3116

AND THE POINT THEY ALL MAKE IS THE SAME: SURE, MAVBE

AT EXACTLY THE TIME IT WAS INVENTED ONLY DR. KHORANA’S LAB COULD|

| HAVE USED IT, BUT THAT’S NOT HOW SCIENCE WORKS. IF YQU MAKE AN

IMPORTANT DISCOVERY AND YOU DISCLOSE IT, OTHERS MAKE THE
NECESSARY STEPS TO BE ABLE TO USE IT IF IT’S USEFUL TO THEM.

AND DR. FRENCH ANDERSON, IN PARTICULAR, SAID, LOOK, IF

‘I HAD KNOWN THAT THIS PROCESS EXISTED IN THE MID-’70’S, I WOULD

'HAVE DONE WHATEVER IT TOOK TO MAKE THE PRIMERS, BECAUSE IT WAS

CRUCIAL FOR THE KIND OF WORK I WAS TRYING TO DO. SURE, IT WOULD'
HAVE BEEN HARDER BACK THEN THAN IT IS NOW, I COULDN’T USE ONE
OF THESE GENE SYNTHESIZING MACHINES.

BUT MOST oF’wHAT I.DID'BACK THEN,_HE EXPLA:NED, WAS
HARDER, AND THAT DIDN’T STOP US FROM DOING.IT. WE JUST DID IT
THE HARD WAY. |

THE LAST POINT ABOUT ALL OF THESE ENABLEMENT ARGUMENTS

. IS WHETHER OR NOT THE -~ THERE WAS AN ENABLING DISCLO -- WHETHER

OR NOT THE SO-CALLED ANTICIPATION WAS ENABLING.
AND SINCE THE KHORANA IAB HAD NOT ITSELF WORKED OUT HOW
TO DO A PROCESS WHICH IS PCR, IT COULD NOT HAVE ENAﬁLBD BY THAT.
AND CERTAINLY IT NEVER PUBLISHED ANYTHIﬂG.THAT_WAS PCR.
AND SO WHAT MR. FIGG TELLS US IS THAT WE SHOULD HAVE

LOOKED TO THE ART IN THE EARLY 1980’S THAT HAD TO DO WITH THESE |

1. VARIOUS DOUBLE~STRANDED COPYING METHODS.

NOW, THINK ABOUT THE ORDINARILY-SKILLED PERSON WE’RE

TALKING ABOUT IN 1984, 1983, WHO’S MAKING THIS WORK.

~ CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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IF HE READS THROUGH THE KHORANA ART, WHAT HE FINDS IS,
DR. KHORANA TRIED FOR A NUMBER OF YEARS. HE SAID AT THE OUTSET,:
IF I CAN’T MAKE THE TWO-STRANDED ONE WORK, I‘LL GO TO SEPAR&TE .
TUBES. AND THAT'S WHAT HE boEs. - | o
AND THEN IN 1975, DR. KHORANA WRITES: I CAN‘T GET THE |
ORIGINAL PIECE OF DNA TO SYNTHESIZE TO THE END.

SO THAT’S THE FIRST THING THIS ORDINARILY-SKILLED

PERSON LEARNS; THAT IS, THAT IT DIDN’T WORK IN DR. KHORANA’S

HANDS.

AND Tnﬁﬁ ﬁE GOES TO THIS DOUBLE-STRANDED SEQUENéiNG
WORK. AND WE ALL HAVE ~- WE SAW THE EVIDENCE, AND.THERE-ﬂERE |
SEVERAL OF THESE ARTICLES wn:dﬁ SAID_TﬁIS-OR’rHAT TECHNIQUE =
DOESN’T WORK VERY WELL. : -

EVEN DR. WALLACE, WHO DEVELOPED ONE OF THESE
TECHNIQUES, TOLD US HIS LAB CERTAINLY DIDN’T USE IT. THEY USED

A DIFFERENT METHOD WHICH DIDN’T RELY ON TRYING TO KEEP THE TWO

' STRANDS - APART AND DO A DOUBLE-STRANDED SEQUENCING.

PROBABLY THE MOST FAMOUS OF THESE METHODS, DR. WALLACE

| TOLD US, WAS ONE BY DRS. CHEN AND SEEBURG.

AND IN THEIR ARTICLE ON THIS SUBJECT,_WHAT THEY SAID IS}

THAT THE METHODS LIKE THE METHOD THAT DR. WALLACE WAS DOING,

WHICH RELIED UPON TRYING TO KEEP THE TEMPLATE SEPARATED BY

HEAT . . .

IT SAYS THAT.THEY "DENATURED TO EXPOSE

SINGLE-STRANDED REGIONS TO SERVE AS TEHPLATE "

' CANDACE L. FRANCIS, OFFICIAL\REPORTER, USDC, 415—431—6080
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IT SAYS THE nETHons THAT DID THIS, THAT TRIED TO USE |
. THE DENATURATION, DIDN’ T WORK.
AND AMONG THE METHODS IT SAYS THAT DIDNT wonx VERY
WELL IS THE METHOD OF DR. WALLACE.
IT'saxs:' “THE MAJOR naangéK-oF'Tnxs nﬁwﬂon'tsf
THAT THE pnatop;now couPLExITY RENATURES nAPiDtYH»Qe_-'
THAT IS, 1T_cpnts'aAcK TOGETHER;QUICRLY - “LEAVING NO =
'sINGLE-swnANDEb fEanAmE.xthLABLE;n | | |

AND YOU NEEDED SINGLE-STRANDED TEMPLATE FOR THE SYSTEM |

| To work.

SO EXACTLY THE PROBLEM -DR. FRENCH ANDERSON DESCRIBED 1s

DESCRIBED THERE AS A PROBLEM WITH THE WALLACE METHOD. AND

THAT!S WHAT THIS ORDINARIL¥-SKILLEDVPERSON4LEARNS_ABQUT-

DOUBLE-STRANDED SEQUENCING.

| '_50 HE’S GOT A METHOD THAT DR. KHORANA Tn;gpghﬂn -_f::
COULDN’T MAKE WORK, AND HEfs GOT aqUBLEQSTRANDﬁD szgﬁzncxné.f"
WHICH DOESK’T WORK VERY ﬁELL, AND DU PONT SAYSQHE'S*GOING-Td'.
PICK THE RIGHT BITS AND PIECES OUT OF BOTH OF THOSE AND PUT THEM
TOGETHER AND FIGURE OUT HOW TO CREATE THE TIME WINDOW YOU NEED
FOR PCR.

AND THERE IS JUST NO EVIDENCE THAT AN

'ORDINARILY-SKILLED'PERSON WOULD KNOW HOW TO-GOHABGUT DOING Tﬁaw.

AND SEVERAL OF 'I'HE WITNESSES PERHAPS HOS'I‘ ELOQUEN‘I‘LY :
DR. FRENCH ANDERSON, EXPLAINED ALI.. OF THE PROBLEHS INVOLVED.

BUT SO DID DR. MULLIS AND DR. ERLICHAND ’I'HE OTHERS

CARDACE L.-Fnancis; OFFICIAL,REPoRmﬁgi.Usnc,ﬂ4155431—§q8o 
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® ; _
© g 1| | BUT LET’S LOOK AT THE EVIDENCE OUTSIDE THE COURTROOM
4 2 | AND SEE WHAT THE REAL WORLD SAYS WAS GOING ON IN THIS SUBJECT:
o s | STARTING IN AROUND 1980, IN THIS PERIOD, DR. BRUCE
e | WALLACE, ONE OF THE DU PONT WITNESSES, WAS TRYING TO FIGURE OUT
o 5 | HoOw TO DEVISE a SYSTEM THAT HE COULD USE AS A SIMPLE CLINICAL
6 | METHOD FOR DETECTING GENETIC DISEASES IN CLINICAL SAMPLES, THE
7 | SAME PROJECT THAT DR. HENRY ERLICH WAS WORKING ON AT ABOUT THE
® 8 'SAME TIME.
9 " AND DR. WALLACE, IN HIS ARTICLES THAT I REVIEWED WITH
10 | HIM, WENT THROUGH SEVERAL VARIOUS PROCEDURES WHERE HE MADE
¢ 11 | EXTRAORDINARILY HOT PROBES AND THOUGHT MAYBE THEY’D BE
12 | RADIOACTIVE ENOUGH AND HE COULD FIND THEM. AND HE DID OTHER
o 13 | THINGS. | | . |
14 | BUT%LE cons:sTEﬁ'rLY FOUND THE PROBLEM THAT HE DIDN’T
15 | HAVE ENOUGH swi\gﬁwme DNA. WHAT HE NEEDED WAS NOT SOMETHING THAT
¢ 16 | WOULD MAKE IT EASIER TO DETECT THE MINUTE QUANTITIES OF DNA; HE
17 | NEEDED SOMETHING THAT WOULD GIVE HIM MORE DNA. AND DR. WALLACE
® 18 | .'I'HER__EFORE COULDN’T HAKE. IT WORK.
19 NOW, KEEP IN MIND WHAT —- WHAT THE DU PONT THEORY IS,
20 | As IT’S BEEN EXPLAINED TO US BY DR. KORNBERG. |
* 21 | DR. KORNBERG WAS QUITE BLUNT ABOUT IT: "ANYONE ‘SHOULD |
22 | HAVE BEEN ABLE TO DO PCR," HE SAID, "BASED UPON THE WORK I DID
° . 23 | IN THE 1960’S. IT WAS JUST SOMETHING THAT THE ORDINARY
24 | PRINCIPLES OF PRIMER EXTENSION PREDICT," HE TOLD US.
| 25 HE TOLD US THAT "ANYONE WHO WAS FAMILIAR WITH H.Is
. | o

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, #15-431-6080
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. CLOSING ARGUMENT-PASAHOW  21-3120

®
8 1 | WORK" ~- I ASKED:
2 WSO ANYONE FAMILIAR WITH THE PRIMER EXTENSION
® ) 3 | REACTION IN THE LATE 1960’S, AFTER YOU -II)ISCI_-O.SE-D. YOUR
4 | ' WORK, COULD HAVE PREDICTED PCR." |
5 | ~ AND HE SAID: "I BELIEVE S0. I WOULDN’T SAY
° 6 ~ ANYONE. ONE WOULD HAVE TO KNOW THIS FIELD AND BE VERY
7 FAMILIAR WITH IT, YES."
o ‘8 THAT IS, PCR IS SO SIMPLE THAT, FROM DR. KORNBERG’S
o WORK ALONE, YOU SHOULD BE ABLE TO DO IT. |
10 | NOW, HERE’S DR. WALLACE IN THE EARLY 1980’S, AND HE .
d 11 | CERTAINLY KNOWS THIS WORK. HE DID THE REVIEW ARTICLE ABOUT
- 12 . . . I WENT OVER WITH HIM.
® ~ 13 BUT HE’S NOT ORDINARILY SK].IILLED.I HE'S -~ HE’S THE -~
14 | THE HEAD OF AN IMPORTANT LABORATORY IN THIS F‘IE':_.D; " AND HE
15 | DESPARATELY NEEDS THIS TECHNIQUE. |
g 16 - AND HE DOESN‘T DO PCR =~ OR AT LEAST, I sabum_ SAY, HE
17 | DOESN’T DO IT UNTIL ABOUT SIX MONTHS AFTER HE HEARS ABOUT THE
°® 18 | procEss FROM DR. KARY MULLIS, AND AT THAT POINT _uﬁ*s TRYING TO
19 | PATENT THE USE OF THE PCR IN A PARTICULAR APPLICATION.
20 SO DR. WALLACE COULDN’T DO WHAT WE’RE TOLD ‘THAT THE
o 21 | ORDINARILY-SKILLED PERSON SHOULD HAVE BEEN ABLE TO DO.
22 | FOR MUCH THE SAME mons THAT THE PATENTS ARE NOT
o 23 | OBVIOUS IN LIGHT OF THIS ART -~ I’M SORRY —- ARE NOT ANTICIPATED
24 | BY THIS i&R‘I‘, THEY’RE NOT onﬁous IN Lmﬁ-r OF THIS ART.
25 OBVIOUSNESS DIFFERS FROM mxc‘:pmmﬂ IN SEVERAL

. ~ CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, #15-431-6080
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8 1 | RESPECTS BUT, MOST IMPORTANTLY, BECAUSE -iOU'R_E' ALIOWED T0
! {" 2 | COMBINE REFERENCES: TH.AT IS, FOR ANTICIPATION, YOU HAVE TO FIND
® 3 | THE INFORMATION IN A SINGLE PRIOR ART ARTICLE OR PRIOR ART usE
5 4 | or prioR arr KNOWLEDGE, IN A SINGLE ONE. | |
o 5 FOR THE OBVIGUSNESS Tﬁsw, THE SCIENTIST IN 1984 1S
° 6 | ALLOWED TO COMBINE VARIOUS PIECES FROM _vamdus ARTICLES, AS LONG|
7 | AS THERE IS A GUIDEPOST, JUDGE PATEL HAS TOLD YOU, FOR HOW TO
® & | COMBINE THEM. AND HERE THERE’S NO GUIDEPOST.
e | WHAT DU PONT’S SUGGESTING IS THAT THIS
10 | ORDINARILY-SKILLED SCIENTIST IS GOING TO TAKE A CONDITION HERE
. 11 | FOR POLYMERASE, A CONDITION HERE FOR TEMPLATE CONCENTRATION, A
’ 12 | coNDITION HERE FOR ANNEALING TinE,- A _TEMPERAm FROM OVER HERE,
® - 13 | wor BECAUSE THERE'S ANYTHING POINTING TO DOING IT BUT BECAUSE,
14 | IN A BUNCH OF DIFFERENT THINGS, THEY CAN FIND ONE PARAMETER
15 | WHICH, IF THEY’RE ALL PUT TOGETHER, WORKS IN PCR.
® 16 AND THAT ISN'T'OBVIOIIJS. IF.'SOHEONE"_HAS-'TO DO THE
17 | INVENTION OF FINDING PARAMETERS IN SEVERAL DIFFERENT PLACES,
° 18 | THar DOESN’T FIT WITHIN JUDGE PATEL’S INSTRUCTIONS. .
19 AS SHE TOLD US: "IT IS WRONG TO USE THE PATENT IN
20 | " THIS SUIT AS A GUIDE THROUGH THE MAZE OF PRIOR ART
¢ 21 | REFERENCES, COMBINING THE RIGHT REFERENCES IN THE |
22 RIGHT WAY SO AS TO ACHIEVE THE RESULTS THAT IT CLAIMS
® - _2‘3 | IN THE SUIT." | | |
R 24  AND WHAT -~ WHAT I SAY ABOUT THE BASIC PCR PROCESS
25 | BECOMES EVEN MORE COMPELLING WHEN YOU LOOK AT . . . SOME OF THE |

. | CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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OTHER CLAIMS, PARTICULARLY IN THE ‘195 PATENT, THAT HAVE TO DO

'WITH DIAGNOSTICS.

YOU RECALL THAi DR. ERLICH EXPLAINED Tﬂni, WHEN IT
COMES TO TRYING TO DETECT THE SPECIFIC DILUTIONS OF A MUTATION,
cAUSING A GENETIC DISEASE, OR FINDING THE PATHOGERIC ORGANISM OR|
THE ONCOGENE, YOU’RE TALKING ABOUT COMPLEX SYSTEMS, SYSTEMS
EXTRAORDINARILY FAR REMOVED FROM ANYTHING THAT WAS GOING bN IN
DR. KHORANA’S LAB, SYSTEMS THAT, AS DR. ERLICH TOLD US, HIS

GROUP WORKED ON FOR MONTHS, EVEN AFTER DR. ERLICH - WLLIS TOLD

| THEM aLL THE DETAILS OF THE PCR REACTION.

EVEN WHEN WE GET TO THE —- TO THE BASIC CLAIM OF THE
#195 PATENT, THOUGH, WE’RE A LONG WAYS AWAY fRoM ANYTHING THAT
HAPPENED IN DR. xHORANA's LAB, BECAUSE NOW WE’RE NOT JUST DOING
A SIMPLE REACTION AND SEEING WHAT HAPPENED, AS MR. FIGG TELLS
YOU WAS GOING ON THERE.

EVEN ACCEPTING THAT, WHAT’S HAPPENING HERE IS, WE’VE
GOT A SAMPLE, AND IN THAT SAMPLE, WE’RE TRYING TO FIND WHETHER
SOMETHING WE DON’T KNOW ABOUT IS THERE.

AND AS DR. ERLICH EXPLAINED, YOU DON’T DO THAT WITH
PURE DNA. IT WOULD BE POINTLESS. ¥YOU DO iHAT WHEN THERE'S
SOMETHING IN THERE THAT YOU DON’T KNOW ABOUT.

SO MR. FIGG TELLS US THAT -- THAT THEY WERE USING
PROBES IN 1984, AND, OF COURSE, THAT’S TRUE, THEY WERE. BUT
THAT’S NOT HHAT'THIS CLAIM IS ABOUT.

CETUS DIDN’T TRY TO PATENT THE USE OF PROBES. THEY

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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11

18

PATENTED THE USE OF PROBES WITH PCR, AND 'I‘HAT WAS A NEW, NOVEL '

: AND NON‘*OBVIOUS "I'ECHNIQUE". IT WAS EXACTLY WHAT DR. WALI.ACE WAS

SEARCHING FOR, AND IT WAS WHAT HE DIDN"I‘ FIND.

THERE’S -~ 'THERE'S ONE POSSIBLE BIT OF CONFUSION HERE

| THAT PERHAPS I OUGH‘I' TO EXPLAIN.

| pocmon —-_JUDGE'PATEL'S INSTRUCTIONS FREQUENTLY REFER

TO THE FACT THAT YOU HAVE TO LOOK AT THE CLAIMS AS A WHOLE AND |

 FIND ALL~0F'THE.ELEMENTS OF THE CLAIM IN THE PRIOR ART'

AND WHAT THAT HEANS, FOR EXAH?ELE, HERE IS THAT IT ISN'T

.'ENOUGH TO JUST FIND PROBES IN THE PRIOR AR‘I' YOU'VE GOT TO FIND [

.'.A_LL__ OF THE PCR ELEHENTS PLUS THE PROBES IN THE PRIOR _ART. '

80 THE FACT THAT PROBING WAS xnown'iN 19s4 DOESN/T ﬁAKE'
THIS == THIS CLAIM oavxous; AND THAT ISNfT;REALLY EVEN wﬁhg'in.”
ﬁIGG sA&s. THE POINT THAT HE f- THAT MATTERS is.WHETHER'OR NoT |
ALL OF THE ELEMENTS WERE IN THE. PRIOR ART;.AND.Ii JuUsT ﬂasnri;-

'prUSE IN:pROCEEDINGs) -

MR. PASAHOW: NOW, THE FINAL POINT, REALLY, ABOUT THIS

'-TIHELINE'IS THERE’S NOT JUST A BLANK SPACE IN THIS TEN YEARS:

| BETW'EEN 1975 AND 1985, BUT SOME THINGS HAPPEN’EB WHICH WOULD HAVE|

HAPPENED DIFFERENTLY HAD PCR BEEN KNOWN.
AND THE FIRST OF THOSE IS, DR. KORNBERG, DURING THIS
PERIOD, CAME OUT WITH A SERIES OF HIS BOOKS ON DNA REPLICATION.

THE FIRST ONE ACTUALLY CAME OUT THE YEAR BEFORE, IN 1974. AND

| THEN IN 1980, HE CAME OUT WITH A NEW EDITION, AND IN 1982, HE

CAME OUT WITH THE SUPPLEMENT. -

~ CANDACE L. FRANCIS,'O?FICIAL_REpoRTER, USDC, 415-431-6080
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AND THAT’S THE SERIES OF BOOKS THAT I WENT OVER WITH _'

'DR. KORNBERG. AND HE TALKS ABGUT A LOT OF.DIFFERERT DNA _

' REPLICATION REACTIONS IN THESE BOOKS, BUT HE DOESN’T TALK ABOUT

PCR AT ALL.

NOW, WE KNOW THAT’S NOT BECAUSE HE WOULDN'T HAVE

 INCLUDED PCR IF IT HAD BEEN KNOWN, BECAUSE, AS WE HEARD HIM

TESTIFY, HE’S NOW WORKING ON A NEW EDITION OF THE BOOK.

AND AFTER THE CETUS SCIENTISTS PUBLISHED THEIR ARTICLE |

 ABOUT PCR, HE DRAFTED A PORTION OF THE BOOK TO REFER TO THAT.

AND THERE, HE FIRST HAS A FOOTNOTE, WHICH z*LL.couE"Tb -

IN A MINUTE, IN REFERENCE TO THE POLYMERASE CHAIN REACTION, AND |

HE GOES THROUGH DESCRIBING IT, INCLUDING AS AN ”ASTONISHING AND'

HIGHLY USEFUL TECHNIQUE.™ L

NOW, THIS FOOTNOTE THAT HE USES AS THE REFERENCE FOR

 WHAT PCR’S ABOUT IS A REFERENCE TO SOME ARTICLES BY DR. MULLIS

AND HIS COLLEAGUES AT CETUS: DR. MULLIS’ SPEECH AT THE COLD
SPRING HARBOR PRESENTATION, AND an«anmxcns THAT HE WROTE WITH
DR. FALOONA AND PUBLISHED'IN SOMETHING CALLED:HETHODS»DF'

ENZYKOLOGY ARE THE TWO HISTORIC PAPERS THAT ARE REFERRED 70, 'AND

' THEN THERE'S A REFERENCE T A HDDERN 1989 PAPER. IN THERE AS

| wWELL.

SO DR. KORNBERG WROTE ABOUT BCR AFTER'ITS DISCLOSURE BY

| CETUS AND WROTE ABOUT IT AS AN INVENTION BY THE CETUS '

SCIENTISTS.

YOU’LL RECALL THAT HE ALSO ADDED A NEW PORTION TO THAT

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080 .
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DRAFT OF THE BOOK AFTER HE WAS REMINDED BY THE DU PONT

LITIGATION TEAM, HE SAID, OF THE NEED FOR HAVING SOMETHING IN
THERE ABOUT THE KHORANA ART.

NOW, THE OTHER THING THAT HAPPENED DURING THIS PERIOD
WHICH ous&%;wo HAVE HAPPENED DIFFERENTLY IS SOMETHING CALLED
THE CEDNINGIQANUAL WAS PUBLISHED, AND THAT IS THIS soQg WHICH
YOU’VE HEARD AEQUT PUBLISHED IN 1982, WHICH IS THE swﬁgﬁann
LABORATORY REFEQE§CE FOR TECHNIQUES IN MOLECULAR BIOLOGY
LABORATORIES. ANﬁhIT'S FULL OF_VARIOUS_THIHGS THAT THE
SCIENTISTS NEED TO KNOW IN ORDER TO DO VARIOUS REACTIONS THAT
THEY WORK ON.

AND, AGAIN, NOTHING ABOUT PCR IN THE 1982 VERSION.

AGAIN, THERE’S A NEW VERSION THAT¢COHES*OﬁT AFTER PCR’S
stcLQSEﬁ BY CETUS, AND IT/S MUCH LARGER (INDICATING).

'AND YOU =-- THAT MIGHT CREATE SOME QUESTION AS TO WHY

~ PCR’S INCLUDED IN THE LATE ONE BUT NOT THE FIRST ONE. BUT,

FORTUNATELY, THE ==~ THE EDITORS EXPLAINED THE REASON FOR THAT
ADDITION. | | -
AND WHAT THEY ﬁxpnArnEa_wns_Tnam-nEw_SECTIoNs OF THE
BOOK HAD BEEN ADDED TO DEAL WITH "RECENTLY INVENTED TECHNIQUES,
SUCH AS'AMPLIFICATIos_or“nnA BY THE POLYMERASE CHAIN REACTION."
THAT’S WHAT THEY TELL US IN 1989. | |
ONE OF THESE EDITORS, INCIDENTALLY, IS'TﬁE DR. JOE
SAMBROOK WHO I REFERRED TO EARLIER, WHO WAS THE DU PONT EXPERT

IN THE RE-EXAMINATION PROCEEDING.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431~6080
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- DON'T REALLY UNDERSTAND.

CLOSING ARGUMENT-PASAHOW _ | ' 21-3126
(PAUSE IN PROCEEDINGS)
MR. PASAHOW: THESE -- THESE -- THE ABSENCE OF PCR FROM
THESE PLACES WHERE IT OUGHT TO HAVE BEEN, HAD IT BEEN KNOWN TO
THOSE WHO WERE IN THIS FIELD, MAKES THIS GAP EVEN MORE
COMPELLING. | |

NOW, DU PONT, OF COURSE, TRIES TO EXPLAIN WHY NOTHING

WAS HAPPENING DURING THIS GAP. AND THAT GETS INTO THIS

' DISTINCTION THAT -- THAT MR. FIGG DRAWS BETWEEN WHAT HE SAYS IS

THE CLAIMS OF THE PATENT AND . . . WHAT IT IS THAT IS MODERN PCR
OR THE PCR THAT’S USED. AND IT’S A DISTINCTION THAT I FRANKLY
IF HE MEANS THAT PCR INVOLVED TAQ AND THAT THAT MAKES
IT MORE CONVENIENT, THAT’S CERTAINLY TRUE.
BUT PCR WITH TAQ IS NOT SOMETHING THAT IS SEPARATE FROM
THE CLAIMS OF THE PATENT. EACH OF THE PATENTS HAS A CLATM WHICH

DISCUSSES THE VARIOUS ENZYMES THAT MIGHT BE USED. AND AMONG

| THOSE ENZYMES IN EACH OF THE PATENTS IS AN ENZYME THAT WOULD BE

THERHOSTABLE. THAT IS, Eaag OF THE%PATENTS!@XPRESSL& HAS A CLATH

THAT DESCRIBES THE USE OF A'wnﬁnnosmABLE ENZYME.
SO THE USE OF TAQ IS NOT SOMETHING szpmnaiz.ann APART
FROM THE USE OF TﬁEss PATENTS. | |
IT’S ALSO TRUE THAT WHEN THE DU PONT SCIENTISTS . . . |
' COULD I HAVE A FEW MORE MINUTES, YOUR HONOR? 1M VERY
NEARLY DONE. |

THE COURT: OKAY.

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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MR; pAshHow: IT’S ALSO TRUE -- “ |
THE COURT: FIVE? FIVE MORE?
| MR. pasandw:'ztzs, YOUR HONOR.
THE COURT: ogaz..

'MR. PASAHOW: IT’S ALSO TRUE THAT WHEN THE DU PONT

 SCIENTISTS WERE LOOKING AT LICENSING THE PCR PATENTS THAT ARE

INVOLVED IN THIS LAWSUIT, THEY DIDN’T SEPARATE OUT THE MODERN -

USES OF PCR FROM WHAT THEY THOUGHT WAS INVOLVED IN THE PATENT.

'INDEED, THEY HAD A -- HAD A SLIDE -- SERIES OF SLIDES WHERE THEY|

' TRIED TO SHOW WHAT IT WAS THAT THEY WERE LICENSING.

AND ONE OF THOSE SLIDES -- COULD WE HAVE PAGE 7157 —-

DESCRIBE THE OPPORTUNITY THAT WAS INVOLVED. ‘AND THE OPPORTUNITY

- THEY WERE TALKING ABOUT WAS THE LICENSE TO_-- PCR LICENSE UNDER

THE CETUS PATENTS.

THEY EXPLAINED THAT CETUS HAD THIS, AND IT EXPLAINS AT

THE END THAT THEY HAVE DONE CRITICAL PATENT REVIEW WHICH .

CONFIRMED THE UNIQUENESS OF THE PCR TECHNOLOGY.

AND THEY WENT ON IN THA'I' SLIDE SHOW, AND THEY HAVE

.ANOTHER SLIDE WHICH 'I'ALKS ABOUT WHAT THEY INTENDED TO DO WITH '

THIS LICENSE TO0 THE VERY PATENTS THAT ARE INVOLVED IN THIS

LAWSUIT.

AND WHAT ‘I'I-IA'I' SLIDE TALKS ABOUT IS EXACTLY THE KIHD OF

'I‘HING THA'I' MR. FIGG IS-'.TELLING__US Is _S_EPARATE FROM PCR. _I'.!.'-"S'

. INFECT:ous.DISEASE'TREATHENT;-AND CANCER'DIAGNOSTICS AND

GENE'I'IC 'I'ESTING EXACTLY ’I'HE KIND OF THINGS THAT HR FIGG 'I‘RIES

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC 415-431—6080
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"OTHER ARE THE SAME.

 SIMPLY CANNOT HAVE BEEN TAKEN TO HAVE INVENTED A PROCESS AS

- POWERFUL, AS REVOLUTIONARY AS ALL THE WITNESSES HAVE SAID THAT

13 | ENDED IN 1975 WITH DR. KHORANA’S STATEMENT THAT THEY COULDN’T.

23 | MR. FIGG TOLD YOU THAT. AND THAT, IN EXCHANGE FOR THE PATENT,
' THE PATENTEE HAS TO MAKE A DISCLOSURE OF A NEW AND NOVEL THING

WHICH ENRICHES SCIENCE.

CLOSING ARGUHENT-PAQAHOW -_ 2;-3i28

NOW TO SEPARATE FROM THE USES OF THE PATENT. |
IN THE DISCUSSIONS THERE AT DU PONT, THEY RECOGNIZED

THAT THESE FUNDAMENTAL PATENTS ARE NOT SEPARATE AND APART FROM

THOSE KINDS OF USES OF THE PROCESS BUT, IN FA_C‘I', ONE AND THE

(PAUSE IN PROCEEDINGS)
MR. PASAHOW: SO WE THINK, WHEN YOU LOOK AT THIS REAL

WORLD EVIDENCE, IT BECOMES QUITE CLEAR THAT THE KHORANA LAB

THE PCR PROCESS IS.

THEIR WORK OCCURRED DURING THIS HISTORIC PERIOD. IT

REPLICATE THE ORIGINAL DNA TO THE ENDS, AND WE THEN COME OVER
TEN YEARS BEFORE THE FIRST CETUS PATENT —;_THE_FIRST CETUS
DISCLOSURE OF ITS PATENT. |

AND DURING THAT TIME, CERTAINLY SOMEONE -- SOME OF
THOSE SCIENTISTS WHO WE’RE TOLD WERE WORKING IN THE LAB, MANY OF|
WHOM HAVE GONE ON TO MAJOR LABS OF THEIR OWN, SOME OF THOSE |
PEOPLE WHO WE'RE TOLD VISITED THAT LAB, SOMEONE ﬁDULDVHAVE'QEEN
USING THE PROCESS DURING THAT PERIOD.

NOW, YOU HEARD THAT THE PATENT SYSTEM IS A CONTRACT.

"CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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.'DRa.HULLIS HAS ENRICHED;SCIENCE, AS THE DU PONT SCIENTISTS

THEMSELVES PUT IT, PCR HAS LITERALLY REVOLDTIONIZED THE
-”BY ONE OF THE DU PONT SCIENTIST MANAGERS. AND WHAT HE SAYS IS

 WE'VE SEEN, AND THAT IS THAT:

  HIS COLLEAGUES AT CETUS IN EXCHANGE FOR THE PATENT

'DECIDING TO RELY UPON ITS PATENT APPLICATIONS AND GOING AHEAD

"AND COHPLETIHG'ITS'A—*ITS.PUBLICA$IOHS AND LETTING DR. MULLIS DO}

HAVE COME TO-PASS. THE CETUS PATENTS ARE BEFORE YOU, BEING

I DON’T SEE HOW THERE CAN REALLY BE ANY QUESTION THAT

BIOCHEMISTRY WORLD.

THIS, YOU’LL RECALL, IS A MEMORANDUM THAT WAS WRITTEN
SIMILAR TO WHAT’S SAID IN SCIENCE MAGAZINE AND THE OTHER THINGS

"PCR HAS . . . REVOLUTIONIZED THE THINKING OF
THE 'BIOTECHNOLOGY RESEARCH.“;

- THIS IS THE ENRICHHENT THAT DR. MULLIS PROVIDED WITH

NOW, YOU ALSO~HEKRD THAT THERE WAS A DEBATE AT esTUsff
ABOUT THE TIME THE SCIENCE AkTIcLE AND THE OTHER ARTICLES WERE
BEING PUT OUT, AND THAT SOME °? THE BUSINESS PEOPLE a;_ﬂo& THE
scIENTrsrs BUT SOME OF TﬁE'BUSINESS.PEOPLE:-- WERE woubgaxys IF
THIS KIND OF Inronnarxén_snoutn BE DISCLOSED AND, IN PARTICU&AR;”
WHETHER DR. MULLIS SHOULD BE ALLOWED TO PUBLISH HIS A#TICLE;f..

AND YOU HEARD THAT THE DEBATE WAS RESOLVED BY CETUS

WHAT HE WISHED TO DO. .

NOW, REALLY, THE WORST FEARS OF THOSE BUSINESS PEOPLE

CHALLENGED FOR THEIR VALIDITY, AND AT THE SAME TIME You'vn nnann'

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6980 '
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MADE IT UNDULY COMPLICATED, 'mD'I J’UST WANTEDZ TO POIN’I‘ OU'I' THAT :_

TESTIMONY THAT DR. WALLACE AND DR. MILLER, ONE or THE DU PONT .
SCIENTISTS, HAVE THEIR PATENT APPLICATIONS PENDING FOR USES or
PCR THAT THEY wANT TO PATENT.

THE CETUS SCIENTISTS FULFILLED THEIR END OF THE BARGAIN
AND THEY’VE ENRICHED SCIENCE BY THEIR DISCLOSURES.

AND THEIR PATENTS SHOULD BE AFFIRMED BY ¥OU, ﬁECAUSE
THEY’RE NEW AND NOVEL, AND THEY ARE PATENTABLE INVENTIONS.

CERTAINLY, THERE’S NO CLEAR AND CONVINCING EVIDENCE
THAT ANY OF THE KHORANA LABORATORY MATERIAL EITHER ANTICIPATED
OR RENDERED THEM OBVIOUS.

THERE’S ONE LAST_TﬁING I WANTED TO SAY, AND THAT’S
BECAUSE I HAD -- I I

THE chRT: MR. PASAHOW —-

MR. pasAHowé —a HAND -a-_

THE COURT: MR. PASAHOW, I HAVE TO CUT YOU OFF. . YOU'VE
HAD TEN MORE MINUTES, HAYBE 15 -- TEN MORE MINUTES THAN YOU WERE'
ALIOTTED. SO I/LL GIVE YOU TWO SENTENCES._

MR. pasanqw: THANK YOU.

THE COURT: anp.ﬂﬁxz:?nzﬁ-subng;

MR. PASAHOW: YES.

I BELIEVE THE LAWYERS THAT DRAFTED THE-VERDIcT_rpRn

EACH OF THESE IS THE QUESTION' 1s THE CLAIM BELOW INVALID?
| 'S0 IF YOU WANT TO SAY IT’'S VALID AND THE PATENT SHOULD |

BE AFFIRHED ) YOU SHOULD BE CHECKIHG NOES. AND IF YOU WAN’I‘ TO sav|

CANDACE L. FRANCIS, _ OFFICIAL REPORTER, USDC, 415-431-6080
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CLOSING ARGUMENT-PASAHOW =~ 21-3131

THAT THE CLAIM IS INVALID AND SHOULD BE OVERTURNED, THE ANSWER
IS YES. r

THE QUESTION IS: IS THE CLAIM INVALID?

THANK YOU FOR YOUR INDULGENCE, YOUR HONOR.

THE COURT: DO YOU NEED ADDITIONAL TIME?

MR. FIGG: I MAY, YOUR HONOR, BUT MAY WE HAVE A BRIEF
SIDE BAR? | |

THE COURT: IS THIS TRIP NECESSARY?

MR. FIGG: I THINK sb, OR I WOULDN'T ASK FOR IT.

(PROCEEDINGS HELD AT SIDE BAR:)

MR. FIGG: YOUR HONOR, I WOULD ASK FOR A CURATIVE
INSTRUCTION ON ONE COMMENT THAT MR. PASAHOW MADE IN HIS
STATEMENT. - ';

'HE SAID THAT DR. KORNBERG_cﬁANGEb HIS BOOK AFTER HE WAS
REMINDED TO PUT THE COMMENT ABOUT DR. KLEPPES WORK IN THERE.

THERE’S NO EVIDENCE TO THAT EFFECT, AND THE PLAIN FACT
OF THE MATTER 1S, DU PONT’S LAWYERS biDN'T EVEN KNOW THAT DR.

KORNBERG WAS WRI.TII‘G ‘THE BOOK UNTIL CETUS ASKED FOR IT. DR.

. KORNBERG DID THAT WITHOUT ANY KNOWLEDGE OF ANY DU PONT. LAWYERS

OR ANYONE ELSE AT DU PONT.
MR. PASAHOW: I -~ YOUR HONOR, I RECALL THAT TESTIHONY.

I -- AND 'I'HE --= THERE IS TESTIHONY FROH DR. KORNBERG THAT HE

' A__DDED THAT SECTION AFTER CONSULTATION WITH THE DU PONT

LITIGATION TEAM.

MR. FIGG: WELL, THAT'S - THAT'S A 10T DIFFERENT

CAHDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431—6080
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THAT MEANS THAT THERE WAS A POINT IN TIME WHEN HE CONSULTED WITH

US AND THERE WAS A POINT IN TIME WHEN HE PUT THAT IN THERE, BUT

THAT’S NOT WHAT HE SAID.

THE COURT: WELL, I THINK THE BETTER THING -~ I THINK

THE BETTER THING IS TO ARGUE WHAT THE IMPLICATIONS OF THAT

TESTIMONY ARE RATHER THAN TO HAVE A CURATIVE INSTRUCTIQN,'

MR. PASAHOW: WELL, JUST --
THE COURT: YOU CAN ARGUE THAT THEIR INTERPRETATION OF

THE IMPLICATIONS IS -- YOU KNOW, THEIR INTERPRETATION OF THAT IS

| INCORRECT.

MR. PASAHOW: JUST TO MAKE CLEAR MY RECOLLECTION OF THE

EVIDENCE, YOUR HONOR, IT IS THAT DR. KORNBERG SAID THAT'HE'AbDED :
{ THE SECTION APTER BEING REMINDED OF THE KHORANA MATERTAL BY THE |

| DU PONT LITIGATION TEAM.

MR. FIGG: HE -- HE NEVER -~ WE DIDN’T KNOW HE HAD A

- BOOK, YOUR HONOR. WE NEVER SUGGESTED, AS MR. PASAHOW PLAINLY

TOLD THE JURY —-

THE COURT: WELL =~

MR. FIGG: =- THAT HE PUT THIS IN HIS BOOK. |

WHAT WE DID IS, WE BROUGHT THE KHORANA PRIOR inxjmo.nn.
KQRNEERG'S ATTENTION. IT WAS HIS DECISION TO PUT IT IN HIS
BOOK, AND MR. PASAHOW’S STATEMENT WAS BLATANTLY FALSE. -

| (PAUSE IN PROCEEDINGS)

MR. PASAHOW: I - I DON'T ——

THE COURT: THE STATEMENT WAS NOT THAT —- THAT HE WAS |

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080
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