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PASAHOW-CIDSING ARGUMENT 2 1-3 085 

mm PASAHOW: SHAU f PROCEED, YOUR HONOR? 

THE coum!: YOU m y .  

CIxlSING ARGUMENT BY 

HR. PASAXOW: GOOD MORNING. 

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

SOME HISTORICAL RELATIONSHIP, ALTHOUGH f MUST m T  AT THE 

OUTSET IT'S HO!T ENTIRELY ACCURATE. 

BUT ONE H O ~ I E I G  EARLY IN mrs CENTURY SAM ~~ANGIEY, A 

PROFESSOR WHO HEADED THE SMXTHSONIAW INSTXTUTION AT THIS TIME, 

CLIMBED UP ON AN AIRPLANE WHICH W A S  MOUNTED 01J TOP OF' A 

HOUSEBOAT IN THT: MXODLE OF THE =HAC RIVER'WfTH A WT OF 

REPORTERS GATHERED AROUND WATCHING. k 

FIRST THEY STARTED AN EHGILSE AND THE TWO PIcOPEfiLERs 

STARTED GOING AROUND. THEE3 THEY FIRED A CATAPULT THAT'S 

ATTACHED TO THE AIRPIWE,  THEY LAUNCHED THXS THING OFF. 

AS YOU MIGHT GUBSS IT WENT A FEW H U M m D  FEET AND m T  

TKE WATER AND SANK, WHERE PROFESSOR LWGfrEY W A S  DULY CHAGRINED 

AND EMBARRASSED IM THE PRESS PUR SO= PERIOD THERBPLFPER, 

WE ALL KNOW OH DECEMBER 17TH 1903 O R V f W  WRIGHT 

CLIMBED IN A RATHER DfFFZRlWT HACHINE, HIS BROTHERS HELPED, TWO 

OF THEM: WENT DOWN THE SANDS T€lER3 AT NORTH CAROLINA WITH THE 

K1:TTY WE HAVE THE FIRST FLIGHT. 

NOW, TEE Two ARE VERY, VERY SIMILAR To EACH OTHER, THE 

TWO EFFORTS AT PLYING. BOW HAD WINGS, THEY BOTH HAD TAIIS, 

JAMES YEOPIANS, OFFICIAL REPORTER, USDC, 415-863-5179 
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THE WRIGHT BROTHERS HAD FIGURED OUT HOW TO IT WOm. 
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I WRAT THBY FIGURED OUT WAS YOU HAD TO HAVE THE BEND IN 

I THE WINGS THAT'S WHAT CREATES THE IJFT. THAT'S WXAT -WED 

THEM TO FLY FIRST TIMB FOR 12 SECONDS W I N G  -UT A HUNDRED 20 

FEET. 

WHY DO I DISCUSS mzs? I DXSCWSS IT BECAUSE I mrm 

TAKING WHAT WE'RE TALKING ABOUT INTO A XORE FAMILIAR CONTEXT 

MIGHT HELP US UNDERSTAND SOME OF THE ARGUMENTS THAT WERE BEING 

MADE. 

BECAUSE IT CAN BE S A I D  THAT THE WRIGHT BROTHERS 

CERTAINLY WEREN'T THE FIRST ONES TO %'HI= OF'M AIRpfiAlJE. 

HAD BEEN TRIED EVEN BEFORE PROFESSOR L A N G U Y  HAD TRIED TO FLY IN 

ONE AND HE HAD CERTAINLY GOHE THROUGH THE AIR IN ONE, 

GONE A HUNDRED FEET OR SO BEFORE H3 HIT THE WATER AND CRASHED, 

IT 

HE HAD 

IT COULD CERTAINLY BE SAID THE WRICIFT BRO2RERS WERB NOT 

TKE FIRST TO DISCOVER AERODYNJkHICS. 

MECHANICS, THEY ISEVER GRADUATED FROM HIGH SCHOOL. THEIR GENIUS 

WAS DIFFEREXT, THEY FIGURED OUT HOW TO MAKE IT WORK. 

THEY WERE HERE BICYCLE 

AND IT CAN ALSO BE SAID THAT IF THE WRIGHT BROTHERS 

I WERE ALIDWED TO PATENT THEIR AIRPIAHXI OF COURSE THEY DID, IT 
a1 I I WOULD BE UNFAIR BECAUSE THEN PROFESmR LINGLEY COWLDH'T GO BACK 
22 I 

I AMD DO WHAT XT W A S  HE I U D  DOME AND THAT JUST W0UfrDN"T BE RIGHT. 
23 I 



PASAHOW-CZX)SXNG ARGUMENT 21-3087 

I 10 

r -  
1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

WOULD REALLY WANT TO GO GET BACX IN THAT THING AND GO CRASHING 

INTO THE RIVER AGAIN. 

NOW, WHAT I PRINCIPALLY INTEND TO TALK ABUUT 119 MY 

PRESENTATION THIS HORHINC 1s WHAT WE BELIEVE HISTORY SHOWS 

REALLY HAPPENED FIRST IN THE KHORANA IAB, AND OVER THE 

COURSE OF THE YEARS BETWEEN WHXN THAT PERIOD ENDED IN 1975 AND 

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

HULLIS W E  HIS HISTORIC DISCOVERY, 

WE'LL TALK AWUT THIS HISTORIC EVIDENCE AND THEN I'LL 

TALK QUITE A BIT ABOUT WHAT SCIENTISTS HAVE SAID OUTSIDE THIS 

COURTROUM AND CUMPARE IT TO WHAT'S BEEN SAID IN THIS COURTROOM. 

ONE THING I'M NOT W I N G  TO BE ABLE $0 TELL YOU IN BW 

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

CAN'T TELL YOU MY ANSWERS TO T?IE POINTS THAT MR* FIGG IS GOING 

TO BRING UP WHEN I SIT DOWN. 

BECAUSE MR. FIGG HAS THE BURDEN OF PROVING BY CIEAR ANI 

CONVINCING EVIDENCE IN THIS CASE HE'S PRIVILEGED WNDER THE RUmS 

TO SPEAX FIRST AND LAST, SO f HAW TO ASK THAT WHEN YbU EEAR 

H I S  ARGUMENTS, THE ARGUMENTS I CAN'T RESPOND TO, YOU THINK OF 

THE ANSWERS THAT BY NOW f'H SURE YOU KNOW I'D GIVZ GIVEN THE 

EMBARRASSING NUMBER OF TfHES WE'VE BEEN THROUGH THE =OR POINTS 

IN THXS CASE. 

LET ME BEGIN W I T H  TEE RE-EXAMINATION PROCESS THAT THESE 

PATEWTS WERE GR?W!I?ED. YOU'LL RECALL THIS W A S  THE POSTER THAT 

WAS PREPARED FIRST WITH THE Wr mNT PATENT frAWYER AND TIERT 

3-S Y E O W S ,  OFFICIAL RE-TER, USDC, 415-863-5179 
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PASAHOW-CmSING ARG?JMEKC 

MODIFIED SOMEWHAT WHEN THE CETUS PATEM!€! LkWYES W A S  T3STIFYING. 

2 1-3 0 8 8 

AND THIS mocESS, OF COURSE, FOLIOWS UPON TXE ORIGINAL 

XSSUANCE OF TKE PATENTS AND UNDER TEE I A W  JUST THE XSSWANCZ OF 

THE PATENTS, GOING THROUGH THE PROCEEDING TKE FIRST T m  AMD 

COWINCING THE PATENT OFFICE EXPERTS THAT YOV HA= A MEW, HOVEL, 

PATEMTABLE -- NEW, NOVEL, PATENTABU INVENTTON CREATES A BURDEN 

OF PROOF ON SOEIEONE W?lO WANTS TO CHAIUNGE THAT PATENT, 

PATEWI' IS PIZESWMED To BE VALID, PRESUMED TIE P A T m  

OFFICE KNEW WHAT IT WAS DOING AND AS A RESULT SOMEONE 

CHALLENGING THE PATENT MUST SHOW CLE&R AND CONVINCING EVIDENCE 

TO SHOW THAT ANY cmm rs INVALID. 

WHEN A PARW WfIL, WANTS TO CHAIJlENGE'A P A M  FIRST 

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

HERE, AND THEN GOES TO COURT WT?I MUCH THE &AXE CASE PUIS A BIT 

Mom, AS JUDGE PATEL HAS TOLD YOU THE BURDEN IS EVEN HEAVIER. 

WE S T f U  CALL IT THE SAME THING, WE S T I U  SAY CIEAR AND 

CONVINCING EVIDENCE, BW' !E€E PATENT OFFICE IS PRESUMED TO HA,, 

DOHE THE RE-EXAHINATION PROCESS CO-CTLY AS WELL. 

SO THE PARTY CHALLENGING IT MUST SHOW BY CLEAR AND 

CONVINCING EVIDENCE THAT AN ERROR WAS MAD3 BY EVIDEHC3, AS JUDGE 

PAWL EXPfiAfNED, THAT IS HIGHLY PROBABLE AND FREE FROM SERIOUS 

DOUBT. THIS KIND OF EVIDENCE MUST SHOW THAT A CIAIM IS INVALID, 

NOW, HERE I !WINK IT'S ESPXCXAUY APPROPRIATE THAT THE 

PATEWT OFFICE DECISION IS ACCORDED SPECIAL TREATMENT, AFTER ALL 

YOU HAVE A DECISION IN THE FIRST INSTANCE, AT U%ST IN THIS 

JAMES Y E O W S ,  OFFICIAL REPORTER, Usm, 415-863-5179 
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PASAHOW-CLOSING ARGUMENT 21-3089 5 

RE-EXAMINATION BY DOCTOR JAMES WARTINELL. 

HE WNT THROUGH THE POST-DOCTORAL PELWWSBfP PERIOD IN THE 

LABORATORY OF DR. FRENCH ANDERSON, THE SCXEHTIST FROM TEE 

NATIONAL INSTITUTES OF HEALTH WHO W A S  HERE To TESTIMONY AND HE 

DID THE KIND OF MOLECULAR BIOLOGY WORK WE'= TAIsfxNG ABOUT. 

HE, OF COURSE, MUST UNDERSTAND MUCH OF WHAT WE'RE 

TALKfRG ABUUT BETTER THAI4 f DO CERTAINLY AND HE W O W  NOT BE 

FOOLED BY OVERSIMPLIFICATIOIJS, BY VELCRO CHARTS THAT DON'T QUITE 

HAVE fT RIGHT. m'D K N O W  WHAT'S RIGHT AND m T 8 S  WRONG M9 TERMS 

OF WHAT THE scrma REALLY IS. 

BY THE TIME HE WANDLED mrs CASE DOC~OR MARTIEJEU HAD 

RISEN THROUGH THE RANKS TO BECOME A PREHARX EXAXIMER AND YOU 

HEARD THAT MEANS HE WAS ESSENTIALLY TRAINING YOUNG PEOPLE, 

SUPERVISING THEIR EARLY WORK AND HE WAS AUTHORIZED BY THE PATEM 

OFFICE IN HIS O W  NAME TO SIGN H I S  O W  DECfSfOPtS. 

IT8S IMPORTANT THAT DOCTOR HARTINEIL, OF IS 

ABSOLUTELY NEUTRAL IN =SE MATTERS. HE'S AS OUR PUBLIC 

SERVENT. HZ SERVES THE PUBLICS INTER3ST. HE'S NOT 3 I R E D  OR 

PAID BY ANY OF THE PARTIES. 

IT'S HIS JOB TO SEE WHAT OUGHT TO BE PRWPECTBD UNDER 

THE PATENT IAWS IS PROTECTED. WHAT OUGHT NOT TO BE PROTECTED 

AND LEFT IN THE PUBLIC IS U3FT IN !BE PUBLfC REALM. HE 

E A S  NO BIAS OR FAVORITISM TOWARDS ANY PARTY, HE#$ THERE TC) TRY 

AND DO H I S  JOB BS WELL AS CAN. 

JAMES YEOMANS, OFFICIAL REPORTER, WSDC, 415-863-5179 



QE 
11 

Is 

i 

12 

* 

I) 

' - '  

1 

2 

3 

4 

5 

6 

7 

0 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

2 4  

25 

PASmOW-cIx)SING ARGUMENT 21-3090 

WHILE WE'VE EIEARD ABOUT SOME TIME WAU, OR QUOTAS, OR 

WHATEVER, I GUESS IT'S HOW CLEAR THEY mN'T APPLY TO RE-EXMS, 

SO OOCTOR MARTINELL W A S  IW NO HURRY, ALL HE HAD TO 00 W A S  TAKE 

HIS TIMX AND GET IT RIGHT. 

NOW, DU PONT TOOK ITS BEST CASE TO THE PATENT OFFICE, 

IT KNEW WHEN IT WENT TO TIfE PATENT OFFICE THAT A RESULT WOULD BE 

HERE IN COURT. THIS LAWSUIT HAD m Y  STARTED, THB frAWSUIT 

STARTED BACK HERE AND WHEN DU PONT HAD FILED WE WERE A U ) N G  WAYS 

DOWN THE ROAD. 

SO DU PUNT KNEW THAT WHATEVER HAPPENED IN THAT PATENT 

OFFICE PROCEEDING UA!3 GOING TO BE THE SUBJECT OF US TALKING TO 

YOU ABOUT IT, AND IT TOOK ITS BEST CASE. 
I 

THEY HAD A DECLARATION FROM DR, KQRNBERG AWD €E 

EXPRESSED TO THE PATENT OFFICE PLUCH THE VIEWS HE EXPRESSED TO 

YOU. 

THEY HAD A DECURATION FROM AHOTHER EMINENT SCIENTIST, 

DR. JOSEPH SAMBROOK, WHO I'LL TALK WORE ABOUT LATER AWD DR. 

SAMBROOK EXPRESSED HZS VIEWS. AND IN THAT FILING W PONT GPBNT 

ABOUT HALF OF ITS TI= REF'ERRING Ta THE .LA ROCHE =-EXAM W C E  

HAD BEEM FILED SEVERAL MONTWS EARLXER JLND IT ALREADY RESULTED IN 

SOME INITIAL ORDERS THAT DU PONT FOUND UNFAVORABm. 

SO DU PONT KNEW WHAT THE: TARGE2 WAS, IT TOOK ITS AIM AT 

THAT TARGET, IT WENT IN THERE WXTE A fdlfiGE FILING C W I S T E  WITII 

EVIDE2lCE AND ALL OF THIS WAS COEJSIDERED BY THE PATENT EXAMINER. 

AND TO MAKE SURE EVERYTHING GUT CONSIDERED TOGETHER 

JAMXS YEOMAM, OFFICIAL m R T E R ,  USDC, 415-863-5179 
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CETUS ASKED THE PATENT OFFICE TO TAKE THE LA ROCHE PAT- EXAM, 

RE-EXAMINATION PROCEEDING AEID THE DU PONT RE-EXAMINATION 

PROCEEDING AND PUT TOGETHER IN A JOINT PROCEEDING, THAT 

HAD THE RESULT OF ASSURfNG THAT EVERYONE'S ARGUMENTS WERE ALL 

CONSIDERED AT ONCE. 

THERE WOH'T BE ONE DECISION THAT CAPIE OUT ONE WAY OR 

SLf6HTLY DIFFBRENTLY IN ONE PROCEEDING THAN THE OTHER, A U  THE 

ARGUMENTS OF ALL TXiZ PARTSES WERE CONSIDERED IN THE SINGLE 

PROCEEDING AND DOCTOR MARTINELL GAVE US H I S  ANSWER. 

NOW, THE ANSWER AS TO THE '195 W A S  PRETm CLEAR AND 

'UNEQUIVOCAL AND IT CAELE QUITE m Y  IN THE PROCEEDINGS. As YOU 

HES4RD FROM THE PATENT WLWYERS WHO TESTIFIED, 'A  RE-EXMINATION 

GOES IN STAGES AND IN THE FIRST STAGE THE FAR= WHO REQUESTS 

RE-EXAMINATION, F f E T  HOFFMAN-IA ROCHE, AND THXN DU PONT'PILES 

ALL THE ART THAT IT W m S ,  THE PATENT UFFICE IS ASKED TO 

=EXAMINE A PATENTING ITEM. 

A PATENT EXAMINER IS THEN ASKED TO ANSWER THIS 

QUESTION: DOES ANY OF THIS RAISE A NXW QUESTION OF 

PATENTABILITY? AND IN PARTICULAR, WOULD ANP OF THE PIATERIAL 

THAT'S BEING FXUD BE CONSIDERED BY A REASONABLE PATENT EXMINER 

TO BE MATERIAL TO BE REIZVW TO THJ3 VALIDITY OF THE CIAIBIS? 

AS TO THE3 '195 THE PATENT THAT INCIDDES THE DIAGNOSTICS 

AS WELL As THE BASIC PCR PROCESS, THE EXAMINER lWSWF,RXD THAT 

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

INVOLVZD m THIS WE. 

JAMES YEOMAN§, OFFICIAL REPORTER, USDC, 415-863-5179 
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THAT IS, DOCTOR MARTINELL §AID NO= OF THE C U I =  

INVOLVED IN THIS CASE ARE SUFFICIENTLY CWSELY REIA!FED To ANY OF 

THIS ART THAT A REASONABLE PATENT EXAMINER WOULD EVEN CONSIDER 

THE ART MATERIAL TO EXAMTNING THOSE CIAfEIs. 

AS TO THE '202 PATENT THE BASIC PCR PROCESS, THE STORY 

XS BIT MORE COMPLICATED. THERE ESSENTIUY IT'S DIVIDED IT INTO 

TWO PARTS. AND HE DIVIDED IT W H G  THE LINES OF ANI3 

-* AS JUDGE PATEL HM EXPLMNED THERE ARE DIFFERENT 

STANDARDS THAT APPLY TO EACH. 

AS TO OBVIOUSNESS THE QWESTION OF WHETHER TPIE 

ORDINARILY SKILIlED PERSON WOULD TAKE THIS ART AND APPLY IT WITH 

1984 ART AND BE ABLE To DO THX INVENTION. EXiUlINl3R BSARTIHEU 

SAID NO REASONABLE PATENT EXAMINER WOULD FIND THE NEW XHORANA 

ART TO BE MATERIAL TO THAT Issm, SO HE m E m D  ALL OF THE 

OBVfDUSHESS ISSUES AT THIS FIRST STEP. 

AS TO THE ANTICIPATION QUESTIONS HE SAID, YES, A 

REASONABLE PATEN" EXMINER WOULD FIND THE NEW ART MATERIAL AND 

IT NEEDS A CWSER ZbK)K. 

ALLX)WED TO FILE ITS PATENT OWNER'S STATEMENT AT THAT foINT AND 

SO DU PONT -- OR RATHER CETUS W M  

TEIINGS WENT FORWARD, IT W A S  THAT PROCEEDING WHXCH OCCURS 

HERE THAT DU PONT FILES ITS RE-EXAMINATION REQmST. 

MAWERS GO OH DOWN THE ROAD AND WE COME TO THE PATENT 

EXMINER'S DECISIONS. WHAT DOCTOR MARTfNEm TEf3s WS IN THESE 

DIFFERENT SITUATIONS, f SHOULD Sky DR. BWRTIMELL AND HIS OFFICE 

BECAUSE THE SUPERVISOR UNDER THE RUmS AU SIGM THEM, W?UiT THEY 

JAMES YEOMANSI OPPSCXAL REmRTER, US=, 815-863-5139 
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PASAHOW-CLOSING ARGWMENT 21-3093 

TELL us m THESE DECISIONS IS =T THE KHORANA ART THAT'S 

PRESENTED D I D  NOT MAXE ANY OF THE CIAIMS IN EITHER OF THE 

PATENTS IWALID.  

THEY EXPLAINED WHY IN SO= TECHNICAL TERMS, BUT THE 

GENERAL POINT IS THAT THE A R T P W S  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 XN 

1984 FIGURE OUT HOW TO DO FCR. 

f 

..- 

JAMES YEOMAM, OFFICIAL REPORTER, U S E ,  415-863-5179 
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SO THAT TEEM LED TO THE ULTIMATE CONCWSION IN THIS 

PROCEEDING, WHICH IS THE fSSWANCE OF THX RE-EXAMINATION 

CERTIFICATE, AND TKAT OCCWRRED ON NOVEMBER 27TH, JUST A FEW DAYS 

AFTER THIS CASE W A S  ORIGINALLY SET FOR TRuul. 

NOW, THEBE'S -- OF COURSE, THE FIRST MI PONT 

ABOUT ALL OF THIS IS, WELL, IT SHOULDN'T WWI'ER A IDT BECAUSE 

DR. MARTINELL DIDN'T HAVE BEFOm HIM THE NATTONAL SCIENCE 

FOUNDATION 6RANT. 

aOW, !FHE FIRST POINT To ABOUT TXAT IS: WEIY WASN'T 

THAT THERE? 

AS BOTH THE PATENT ATTORNEYS mINTED OU!F, THE WAY WE 

GOT THE LIST OF ART THAT W A S  CONSIDERED IN THE RE-EXAMINATION 

PROCEEDING WAS: c 

FIRST, THE LAWSUIT W A S  FILED, AND THEN IN THE WLWSUIT 

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

HOFFMAN-LAROCHE FILED THE RE-EXAMINATION REQUEST M D  SAID, 

TAKING ALL OF THE ART THAT MJ =Nl' HAS IDENTIFIED, DOES THAT 

AFFECT THE VALIDPI*Y OF TfIE PATENT? 

SO THE LIST OF ART WAS MOT DEFImD BY HOFFMAN-LAROCHE. 

THEY TOOK EVERYTHING THAT DU PONT HAD POIWFED 'Po AEJD ASKED T H E  

PATENT OFFICE ITS OPINION ON THAT ART. 

DU PONT, WHEN rT FTUD ITS OWN RE-EXAHINATION REQUEST 

SEVERAL MONTHS ='FER, AGAIN HAD THE OmR!INMT"Y TO IDEHTIFY 

ADDITIONAL ART, AND fT DID. BUT IT DIDN'T PROVIDE THE P A T m  

OFFICE WITH THIS NATIONAL SCIENCE FOUNDATION GRAWT PROPOSAL IT 

CANDACE L* PRAMCIS, OFFICIAL REPORTER, USDC, 415-431-6080 
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NOW TELLS US fS SO IMPORTANT. 

IT DID,  IMTERESTIEJGLY, PROVIDE THE PATENT OFFXCZ WITH 

ANOTHER ONE OF DR. XHORANA'S GRANT DOCUMEKFS. THIS WAS A 

PROGRESS REFORT ON A NATIONAL XNSTITLfTE OF H R A L .  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 rs, IT DOESN'T AFFECT THE VAL~DITY OF 

TEE PATENTS. 

BUT DU PONT DfDN'T CHOOSE TO PUT TkIE NATIONAL SCIENCE 

FOUHDATION GRANT PROPOSAL THERE. 

AND, OF COURSE, AS I S A I D  AT THE BEGINNING, WE WENT 

THROUGH TIIIS PROCEEDING IN THE PATENT OFFICE'WITH AI& OF US 

KNOWING THAT WE WERE GOING TO BE STANDING EERE EVEWIWALLY 

TALKING TO YOU ABOUT IT. 

AND THE WHOLE REASON FOR RE-EXAMINATIONS, WEY CONGRESS 

CREATED THEM, AS YOU HEARD FROH THE PATENT AT!FORNEYS, WAS 

BECAUSE IT W A S  A REGULAR PROBLEM IN PATENT CASES THAT SOMEONE 

WOULD FIND SOME NEW ART, THEY'D CHALLENGE A PAWNT, AND THE 

PATENT OWNER WOULD BE IN THE POSITION OF ARGUING TQ A JURY AEQm 

TECHNICAL M A W R S  ON THIS -- ON THIS ART, AND THE CHALLJ3NGER 

WOULD SAY, WELL, THE PATENT OFFICE EASH'T R U U D  ON IT, SO YOU, 

THE JURORS, YOU HAVE TO RULE 01s IT IN THE FIRST INSTAHCE. 

AND OF COURSE THAT'S WHAT'S HAPPEHXNG HERE. 

WE WENT THROUGH THE PATENT RE-EXAMINATION PROCES6 AND 

TOOK CiW3 OF MOST OF !PHE ART, BUT SOMETHING WAS HELD UUT AND MOW 

CANQACE L. -CIS, OFPICfAL REPORTER, WDC, 415-431-6080 
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CfxISIHG ARGUHB~-PAsAHoW 2 1-3 096 

IT'S BEfNG HELD OUT AS FAR MORE m R T A N T  THAN ANYTHING ELSE. 

YOU'RE TOLD, OH, IF ONLY THE PATENT OFFICE HAD SEEN THAT. 

IT'S PROBABLY PREDICTABLE THAT IF CETUS 3AD BEEN 

SUCCESSFUL IN ITS TO ADD THIS TO THZ PATENT OFFIC3 

PROCEEDING AFTER IT WAS PROVIDED TO CETUG AND THE COURT 

DOWNSTREAM HERE, ST'S PROBABLY E'REDICTABIZ THERE WOULD HAW BEEN 

S T f L L  ONE OTHER DOCUMENT. 

NOW, LET ME TALK FOR A =MUTE ABOUT HOW CETUS GOT THIS 

DOCUMENT AND PROVIDED IT, BECAUSE THERE'S BEEN, I THINK, SOME 

CONFUSION ABOUT THAT. 

WHAT FIRST HAPPENED IS, CETUS RECEIVED SOME DRAFT 

DOCUMENTS OUT OF THE FILES OF M.1.T. IN RESXhSE TO A SUBPOENA 

THAT WAS SERVED ON IT MUCH W I E R ,  €fOlTFHSJND MONTHS EARLIER. 

AND CETUS 3EGAN AN IWESTIGATIOM, AS YOU WIGHT IMAGINE. 

fN THAT, AS YOU'VE HEARO, THERE W A S  NO COPY OF 1ITIE 

GRANT PROWSAL THAT DU PONT NOW RELIES UPON, ALTHouGw THERE WAS 

A DRAFT OF IT. 

IN e APPROXIM&TELY JULY, AT llEAST ACCORDING TO SOME 

PAPERS FILED, DU PONT CERTAIEJLY HAD A COPY OF T€E NSF PROPO§AL~ 

WE'RE NOT QUITE SURE WHEN IT GOT IT. 

AND ON AU b ST 18TH, IT WAS FILED fN a U R T  AND A COPY 

WAS PROVIDED To CETUS. 

THREE WEEKS LATER, CETUS PROVIDED fT TO THE PATENT 

OFFICE AND SAID, CAN WE ADD THIS TO TEE RE-EXAMINATION 

PROCEEDING? 

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080 
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AND PATENT OFFICE SAID NO, BECAUSE WITHIN THOSE 

THREE WEEKS, THIS FIRST DECXSfOlJ HAD BEEN W E ,  THIS ONE THAT I 

HAD HERE (INDICATING) 8 WITH THE RESULT THAT THE PATENT OFFICE 

SAID, WE'VE m Y  DONE OUR WORK f W  THIS PROCEEDENG. IF YOU 

WANT TO START A NEW PROCEEDING, YOU CAN, &THOUGH, OF COURSE, 

THAT'LL HAVE A IDNG TIM?, PERIOD. THIS ONE TOOK ABOUT 11 MONTHS, 

so A NEW o m  WOULDN'T GET DONE m TIME FOR mu, 

BUT THE PATENT OFFICE ALSO MADE CLEAR m T  CETUS HAD 

ACTED ENTIRELY PROPERLY, ALTHOUGH IT D3CLIHED TO REOPEN, 

SO CETUS TRIED TO GET IT IN THERE BUT WAS WABLE TO 

BECAUSE IT ONLY RECEIVED IT RIGHT HERE ABUUT THREE WEEKS -- OR, 
RATHER, WITHIN A FEW WEEKS OF THE EXPECTED U D  ACTUAL TIME OF 

THE PATENT OFFICE DECISION. L 

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

IS THAT ALL OF THX CIAIBIS ARE VALID, 

(PAUSE SH FROCEEDZNGS) 

MR, PASAHOW: THE QUESTrON THEH BECOMES: IS THERE 

CLEAR AND CONVINCING EVIDENCE SHOWING THE PATENT OFFICE COT IT 

WRONG, THAT THE CZAXKS GHOUID BE INVALID? 

AND IT BEGINS m W I T H  THE ARTfCm BY DR. KfiEPa AND 

HIS COLLEAGUES IN 1971. 

CANDACE L. FRANCIS1 OFFICIAL REPORTER, USDC, 435-431-BU80 
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WE EVER WANTED TO, AND WE ALL KNOW WKAT IT SAYS, AND WE ALL KNOb 

WHAT IT OOESN'T SAY, 

AND m T  IT DOESN'T SAY IS, IT WESN'T SAY, AS CLAIM 1 

UF THE '202 PATENT SAYS UNEQUIVOCALLY AND CfgARLY, THAT THE 

REACTION GOE FORWARD IN SUCH A WAY THAT THE EXTENSION PRODUCT 

SYNTHESIZED FROM ONE PRIMER, WEEM IT'S SEPARATED, CAW SEXW AS 

PRODUCT IN THE NaXT CY-, AHD THAT THIS, IN FACT, HAPPENS AS 

REQUIRED IN STEP ( C ) .  

THE ONLY THING THIS SAYS AEOUT THE SECOND CYCfrE, OR ANY 

OTHER CYC- AFTER THAT, AIZE THESE WORDS: 

"THE WHOLE CYCLE COULD BE REPEATED." 

NOW, THAT'S WHAT THE CETUS WITNESSES KEFT SAYING, THAT 

IT ISN'T IN THERE. IT 1SN"T IN THERE EXPIXfTLY. 

AND WHAT MR. FXGG KEPT ASKING THEM Is, mu, ISN'T rT 

TRUE fF EVERYTHING WORKED RIGHT# YOU WOum GET TWO 

MOLECULES? AND IF YOU DID GET TWO MOLECULES EVERYTHING 

WORKED RIGHT, THE PRI- WOULD A!lTACH TO THEM? AND IF 

EVERYTHING WORKED RIGHT, THEY'D EXPEND? AND, IF SO, IF 

EVERYTHING WORKED RIGHT, 

HAVE PCR? 

AND WE DID THIS AND DfP IT AGAIN, WE'D 

AND WHAT THB WITNESSES FWM CETUS SAID, WITH ~ A N I M I T Y ~  

WAS, TfIAT'S RIGHT. IF YOU DO ALL OF THIS, WNDER THE CONDXTIONS 

TAUGHT BY DR. MULLIS XN HIS PAWN*r, AND IN THE LITERATURE FROM 

THE CETUS LAWRATORY, BUT NOT mOWN BEFORE TfIAT, IF YOU Do IT 

UNDER THOSE CONmTIONS, YOU G3T PCR, AND YOU HAVE THE FUNCTION 

CANDACE L, FRAwCX6, OFFICIAL REPORTER, UGDC, 415-431-6080 
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!lXAT TfIE PRODUcf OF UEJE CYCLE SERVES AS TEMPLATE IN LATER 

CYCLES. 

BUT XF YOU DON'T DO IT UNDER THOSE CONDITIONS, IT 

DOESN'T WORK AND YOU DON'T GET PCR. AND THAT BECOMES VERY 

IMPORTANT UNDER THE INSTRUeTIONS THAT YOU READ AND THAT 

Y O U ' U  BE GIVEN, BECAUSE IT'S CLEAR THAT THIS CLAIM LXMITATIOH 

IN THE PATENT IS NOT XN THIS ARI'feLE OR IN ANY UTHEP ARTICLE. 

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

EXPLICITLY, IT aw STILL ANTICIPATE WDER THIS msmumrm: 

". . . IF AN E-NT OF THE CLAIM IS HOT EXPWCfTLY 

D I S C ~ S E D  IN THE r m  OF THE PRIOR ART, THE ITEM 

STILL ANTICIPATE XF THE NATURAL AND INVARIABLE 

PRACTICE OF THE REFERENCE WOULD NECESSARILY AND 

INHEREMTLY MEET ALL TfE ELEMENTS OF THE CUUH. 

"HOWEVER, THE RULE THAT AN ELEMENT OF THE 

CLAIM DOES NOT HAVE TO BE EXPLICITLY D1SCZX)SED IN A 

PRIOR ART REFERENCE, IF IT IS I-NT IN THE PRIOR 

ART, DOES NOT APPLY WHERE THZ PRUDUm OF AUEGEDLY 

ANTICIPATING INVENTION WAS PRODUCED IN MfNISCtJLE 

iWOUNl'S AND UNDER SUCH CONDITIONS THAT ITS PRODUCTIOIS 

WAS mD~mcTABfig. 

"DU PONT MUST =WE BY CLEAR AND CUNVIEING 

EVIDENCE TFiAP INHERENCY IS CERTAIN. 

"THAT AN EVENT MAY RESULT F'ROM A GXVEN SET OF 

CIRCUMSTANCES IS NOT SUFFXCIEMT TO ESTABLJSH 

CANDACE L, FRANCIS, OFFICIAL REPURTER, USDC, 415-431-6080 
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ANTICIPATION. PROBaBILITfES, POSSIBILITIES AND 

SPECUIATfON ARE NOT SUFFXCIENT.fl 

AND THAT IS WHY SAY THAT THF, LIMITATION OF THE CmIH 

IS NUT fN KLEPPE, AND YOU'LL SEE IT'S ALSO NOT ZN THE OTHER3 FOR 

THE SAME REASON. 

NOW, THE NEXT PIECE OF ART WE XEEP SEEING, OF COURSE, 

IS THE 1972 WSF GRANT PROPOSAL. 

AND WHAT THIS SAYS ABOUT WHAT HAPPENS AElXR TH3 FIRST 

ROUND IS EQUALLY CRYPTIC AND UNIMFORMATIVE -UT PRODUCTS 

SERVING AS TEMPLATE. 

AND PART HERE WHERE IT'S DESCRIBED ZN MGWAGE, DR. 

KHORANA SAYS: I 

nREPEAT DENATURATION AND THE CYCLE." 

AND AT THE END OF HIS PICTURES, HE SAYS: "REPEAT TIE 

CYCLE." 

NEITHER EXPLICITLY m S  CLEAR THAT THE PRODUCT IS TO 

SERVE AS TE3lPIATE, AND WE GET INTO THE SAM33 ISSUE: IF YOU DO IT 

RIGHT, UNDER THE CONDfTfOlJS TAUGHT 3Y TI33 CETUS SCIIWTISTS, YES, 

YOU'LL GET PCR. BUT THAT ISN'T WHAT THIS T E U S  YOU. THIS GUST 

SAYS DO IT AGAIN. 

AND IT SAYS SOMBTHING RATHER PECWLIAR ABoffT DOING IT 

AGAIN, TOO. 

THIS IS KIND OF WRXTTEM LIKE A COMpuTEa PROGRAM, SO YOU 

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

REPEAT THE WHOLE CYCLE. 

CANDACE L e  -CIS, OFFICIAL mpoRTEa, U S E ,  415-433-6080 
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AND THE PROBLEM WXTH DOUBLING IS, DOUBLING SAYS: 

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

THE BEGINNING. 

AND f EACH CYC- YOU J U S T b  THROUGH AND YOU'RE 
3 
$4 

c, 

\ 
DOUBLING THE ORI-NAL DUPLEX, YOU d 6 ' T  USING THE PRODVCT OF 

ONE CYCLE AS TEMPLAT; YOU'RE ALWAYS JUb DOUBLING THE URXGINAL 

DUPLEX e 

SO THAT'S THE AMBIGUITY, OR MAYBE THAT'S EVEM WHAT DR. 

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

NOW, IS THAT PCR IN A MORE GENERIC SENSE, PITTTfNG ASIDE 

WHAT THE CL*AIHS SPECIFICALLY SAY? 

I THINK THE MOST EMLIGHTENING T E S T I ~ N Y  ON THAT WAS DR. 

HESRY ERLICH, A SCIENTIST WHO MR. FIGG A N D 3  AGREE IS -- IS AtJ 

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

CETUS EMPIDYEE. 

AND DR. ERLfCH TOLD US ABOUT H I S  PING-PONG BAU 

GYMNASIUM. AND YOU'LL RE- HE TAIlKED ABOUT THE EXPERIMENT IN 

W f H  REACTTOW, WHERE YOU TAKE A MOWSETRAP AND YOU HOOK TWO 

PING-PONG BAIJS TO IT, AND YOU LOAD IT UP IN sum A WAY wrm A 

SPRING SO THAT, WHEN THE HOWSETRW GOES OFF, THE TWO PING-mNG 

BALLS WfLL GO FLYING, 

AND YOU FILL A GYNMASIUM WITH THESE MOUSETRAPS ALL 

IXlADED WITH THEIR PXNG-POMG BALES. AND THE EFFECT IS, YOU CAW 

GO IN THE MIDDLE AND DROP A BALL OW ONE, AND IF IPS AU SET UP 

3UST RIGHT, ONE MAXBS TWO GO FLYING, TWO MAKE FOUR GO 

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

WHICH FILIS THE WHOLE GYMHASIWM WfTH THESE PING-FONG BALW 

FLYING ALL OVER. 

NOW, DR. ERLICH SAID, DESCRIBING PCR AS T?iESE THINGS 

DO, THAT IS, EXPLAINING ONE CYCLE AND SAY DOING fT AGAIN, WOULD 

BE LTKE SOMEBODY WHU KNOWS %HIS PING-POISG B A U  REACTION AND 

WANTS To TELL SOEIEONZ ABOUT IT, TELWNG IT IN WORDS LIKE THIS: 

YOU TAKE A MOUSETRAP AND YOU WAD IT WITH TWO PING-PONG 

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

PING-PONG BALLS W I L L  GO FLYING OFF, AND THXN REPEAT TEE WHOLE 

CYCLE 

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

WHO mows ABOUT HOW IT'S USED r N  A GYMNASZQM covw) SAY, yzm, 

ALL THE PIECES ARE: THERE, BUT IT DOESN'T TELL YOU WHAT'S 

IMPORTANT ABOUT IT. IT DOESN'T T E U  YUU WHAT REAI&Y €W%XS, 

WHICH IS IT'S A CHAIN REACTION WHICH IS GOING TO GET REAL 

EXCITING IF YOU DO IT UWDER THE: RIGHT CONDITIONS. 

TXE NEXT PIECE OF ART WE mEP GEEING, QF COURSE, IS T?E 

THE END A PART OF TEE PARAGRAPH WHICH REFERS To UNPUBLISffED 

WORK OF DR, MOLINEUX. 

NOW, THIS ARTICLE IS XWTERESTfNG FOR =I&Y TWU 

SEPARATE R3ASONS: 

1971, DR. KLEPPE AND HIS Cgf.T.P,AGUES SAID, WE'VE REAw;Y GOT TWO 

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

AND THE OTHER IS, IF W E  CAN'T THAT O m  WORK, BECAUSE THE 

TWO TEMPLATE STRANDS KEEP COMING BACK TOGETHER, IF THE ORIGINAL 

ONE IS THIS ONE INVOLVING TWO PRIMERS, WHATEXZR IT IS, 

DUPIXX PREDOMINATES OVER THE TmLATE-- COMPfrEX, AND IF 

THAT COULDN'T BE ADJUSTED -- OR EXZMXHAmD BY ADJUSTING THE 

CONCENTRATION OF PRIMERS, ONE WOULD H&VE TO RESORT TO SEPARATXOI 

OF THE STRANDS AND CARRY OUT THE LLEPAIR REPLICATION IN SEPARATE 

TEST TUBES FOR EACH HALF OF THE HOLECWU. 

IN THE BODY OF THE PANET ARTICm, ALL THE REST EXCEPT 

THIS PARAGRAPH, IS ABOUT THE SECOND mTHODa WHAT THEY'RE 

TELLING PEOPLE BY THAT, OF COURSE, IS, THEY WERE UHABLE TO 

ADJUST THE CONDITIONS MERE TO W THE FIRST'PART WORK, AND SO 

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

SEPARATE TUBES, AND P O U  DO IT A HALF AT A TI=# SOMETHING WHICH 

CLEAFtLY fS GOING TO l@VE TO BE LI-, BECAUSE THERE'S NO 

OPPORTUNITY FOR THE P R h J C T  TO SERVE AS TEWIATE. 

4 

'%; 

HOW, T H E  PART OF THIS THAT DU mNT POINTS TO ISN'T 

ABOUT THAT. IT'S ABOUT THIS UNPUBLISH3D WORK OF DR. MOLIHEUX. 

AND, AGAIN, IT DOESN'T TELL US MYTHING ABOUT WSING ltzIE 

TEMPLATE -- USING THE PRODUCT OF ONE CYCLE AS TEHPIA!PE IN THE 

NEXT. IT DOESN'T TEU US IT'S GOING TO BE mmMENTIAL, THE 

ONLY THING IT SAYS ABOUT PIHAT HAPPENS AFTER THE FIRST CY= ARE 

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

"MULTIPLE CYCLZS" BECOMES THE SUBSTITUTE FOR THE PATENT 

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

CANDACE L, FRANCIS, OFFICIAL REPORTER, WSDC, 415-831-6080 
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TEMPLATE IN SUBSEQUENT CYCLES. 

THEN THE ISSUE BECOMES: SURE, IF YOU CAEl DECIPHER 

THIS -- AND THIS IS ACTUAUY A ZlOT HARDER TO DECIPHER TffAN ANY 

OF THE OTEIERS EVEN FOR ONE CYCL3 -- AND YOU DO fT UND3R DR. 

HULLlS' CONDITIONS, YOU CAN SET UP A REACTION THAT WORXS LIKE 

PCR, BUT 0- NOT BECAUSE OF WHAT TEEAT 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 f 

SHOWED YOU WKEN I WAS TALKING TO DR. SMITH. 

AND AT THIS POINT WE'VE HOVED THROUGH THE ART THAT 

M3 Porn HRS SHOWN YOU, WHICH APPEARED I# 1971, 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 ];X)OK AT IT IN YOUR BOOK, YOIJ'U SEE THAT mrs 

PARAGRAPH, WHICH IS ON PAGE 39, IS PART OF THE GECTIUN WHICH 

BEGINS OM THE PRIOR PAGE, WHICH rs A PROGRESS REPORT FOR THE 

PERIOD 1969 THROUGH 1974. 

AND THIS IS ALL EE SAYS fN THIS REFORT ABOUT HIS 

EFFORTS TO BE ABLE To REPLICATE THE SYNTHETIC DNA THAT HE HAD 

MADE. AND HE'S REPORTING TO THE GO-, WHICH HAS FINANCED 

THIS WORK, 

IT. 

ABOUT W T  HAPPENED 50 THE MONEY THAT TfEEY'D SPENT 019 

CANDACE L. FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080 
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AND HIS CONCL1xJSION IS HERE: 

% % ~ O U G H  ~ L T E D  

P \ 
'1, 

ROUNDS) COULD BE A C H f m D ,  IVE AND eOM%LETE 

REPLICATION OF 

REALIZED." 

STARTING DNA &ULD NOT BE 
c 

-* 
h 
b 

NOW, THAT'S AN IMPORTANT POINT, BECAUSE, AS YOU KNOW, 

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

IT'S AT THE END THAT THE PRIMER XS GOING TO ATTACW FOR THE NEXT 

ROUND AND BE ABLE TO EXTEND BACK. 

AND WIhT DR. KHORANA TOLD THE GOVERNMENT IN 1975 W A S  
%? 

THAT HI2 COULDNCT &T THE ORIGINAL DUP-S TO EXVEND TO THX END, 

AND IF !IWEY DON'T ND TO THE END, YOU CAN'T DO PCR OM THEM:. 

THAT WAS DR. KHORAMA'S LAST WOROS,-N THE SUBJECT. HE 

HASN'T BEEN HEARD OF ON THE SUBJECT OF DOUBLE-STRAEIDED OR 

SINGLE-STRANDED PRIMER REPLICATION REACTIONS F R D M  THIS POINT 

FORWARD. 

AND IT IS IN 1985, OF COURSE, THAT THE CETUS SCIENTISTS 

FfRST PUBLISHED THEIR ARTICLE. 

NOW, N$T ONLY IS DR. KHORANAWOT H3ARD OF DURING THAT 
2. i 
1 

TEN-YEAR PERIOD NOBODY, NONE OF THESE OPflE WHO WE'RE TOLD 

WERE IN THE U B I  WHO WENT THROUGH THE LAB, NOHE OF THESE PEOPLE 

NOW, THAT GAP IS, WE THINK, AMONG THE MOST e0EIPEL;LfNG 

EVIDENCE IN THE CASE, 

CANDACE L. FRANCIS, OFFICIAL REPORT=, US=, 415-431-6080 
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IF PCR HAD BEEN I-D, THERE ARE EXCUSES F'OR WHY IT 

MIGHT NOT HAVE BEEk4 USED RIGHT AWAY, BUT TffROUGHOuT THIS PERfOD, 

M I'LL TAIX IN A FEW HIWTES, THINGS CHANGED DRbMATfCAI&Y* 

THE BOTTOM IWNE AS TO THESE ARTICIZS 1st THEY JUST Do 

NOT =ET THE REQUfREMENT OF AN ANTICIPATING PUBLICATION. 

ABD THE -- J U E E  PATEL'S ZNSTRUCTfON ON THAT SUBJECT 

SHE TOLD YOU THAT FOR A PUBItICA!l'ION TO MADE !FMT VERY CLEAR. 

ANTICIPATE : 

"IT MUST CLEARLY DESCRIBE THE PATENTED 

INVENTION AND MAKE IT POSSIBLE FOR ONE OF ORDIplARY 

SKILL IN THE ART TO PRACTICE THE PATENTED THvEHTION 

"THE DESCRIPTION MUST BE SO PI&, CLEAR AMI3 

EXACT AS TO ENABLE ONE SKILLED IN THE ART TO PRACTICE 

THE PROCESS WTTHOUT HAVING TO DEPEND ON EITHER THE: 

PATENT OR EJS OR HER OWN fNVENTfVE SKI-. 

"IF THE DESCRImION OFFERS NO MORE !EXAN A 

STARTfNC POIHI! FOR FURTHER EXPERIMRWS, OR ITS SUCCESS 

IS UNCERTAIN, IT IS NO!I' SUFF'ICIEMT." 

m D  THAT REALLY DESCRIBES THESE PUBLICATIONS WE'VE BEEP 

TALKING AWUT, AT LEAST IN TERMS OF THEIR RELATIONSHIP TO PCR. 

NOW, DU FONT THEN FOIINTS TO THE EXPERfKENTS WEIZCH WERE 

GOING ON IN W E  LAB. AND THE FIRST OF THESE EX-S WERE Ib 

1969, AND THEY WERE TIE EXPERIMENTS FROM DR. W P P E ,  

AND WE ACTUAU'Y KNOW A IDT ABOUT THESE EXPERIMENTS 

CANDACE L. FRANCIS, OFFICIAL REPORTER, U S N ,  415-431-6080 
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BECAUSE WE HAVE DR. KLZPPE'S LAB NOTEBOOKS, AND SO WE'VE BEEN 

AB= TO READ THEM AND LEARN PREm MUCH WHAT HE DID, AND WHAT HE 

DID IN TERMS OF CONTROIS AND, OF COURSE, WHAT HE DIDN'T Do* 

AMONG THE MOST EIOQUENT TESTIHOW ABOUT THESE 

EXPERIMZNTS IS T X E  FACT THAT THEY WEREH'T PUBLISHED. 

YOU HEARQ FROM DR. VAN DE SANDE THAT, IN !FIE LAB THERE, 

DR. KHORANA HAD A PUBLICATION STANDARD. ACCORDING TO DR. VAN DE 

SANDE, THINGS WOULDN'T BE PUBLISHED UNXZSS THEY WERE CLEAR AND 

CONVINCING DATA. 

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

WITH HIS STUDENTS, TO HAKE SURE THAT !FIE ARTICLES WERE 

APPROPRIATE FOR SHOWING THEIR SCIENTIFIC PE-. THAT'S WHY NE 

INSISTED THAT ALL OF THE RIGHT CONTROLG IBE-DONE AHD THAT THEY 

ALL COME OUT CORRECTLY, APiD THAT'S WWY HE INSXSTED THAT THE 

EXPERIMEN!TS BE DONE SEVERAL TIMES WITH CONSXSTENT RESULTS. 

THE LACK OF PUBLICATfON AS TO DR. KLEPPE'S E X P E m N T S  

IS EVEN MORE COMPELLING, BECAUSE WE CAN TRACE THROWGH HIS 

NOTEBOOK, As DR. DAHLBERG DIDl AND WE FIND EXPERIMENTS JUST 

BEFORE THOSE DU PONT RELIES ON AND JUST AFTER THOSE w;T mHT 

RELIES ON PU3LISHZD IN TIB 1971 A R T I a .  

A DID NOT PUBLISH THE T BUT DR. W P P 3  AND DR* KH 

EXPERIMXNTS DU PONT RELIES ON, AWD &E PROBABLY WOW WHY, AND 
11 

THAT IS, WE AISO FIND IN THE N O T E B O ~ ~ T H E  comofi~ THAT THEY DII 

AND THAT DIDN'T COME OUT RIGHT. 

YOU BY DR, DAHLBERG AND AIS0 BY DR. VAN:E SAMDE. 

ONE O$ THOSE W A S  DESCRIBED TO 

k 

CAWDACE L. FRANCIS, OFFICXAL REPORTTR, USDC, 415-431-6080 
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CIBSING A R G m - P A S A H O W  21-3108 

THAT WAS EXPERIMENT 28 -- 48, IF I'VE GOT THE RIGHT 

a A R T  1 

(PAUSE IN PROCEEDINGS) 

KR* PASAHOW: YOU'LL R E W  EXPERIMEHT 48 W A S  EXACTLY 

THE SAME PIECE OF DNA AS THE EXPERIMEXI'S W mH9' RELIES UPON, 

THIS 29-BASE PAIR PIECE THAT DOESN'T QUITE UVERIAP AT END. 

AND IN THIS EXPERIBEMT, DR. KLEPPE TOOX IT THROUGH TWO CYCLES. 

AND SO WE FIGURED IF HE -- WHAT WOULrD HE GET fF EIE 

WERE ACTUALLY DOING WHAT DU PONT SAYS? WHAT WOULD €€3 GET IF HE 

m N T  THROUGH WfS AND USED THE PRODUCT OF ONE CYCLE AS TEMPIATE 

IN THE NEXT AND THEN WEMT BACK AND DID IT AGAIN? 

AND FROM THAT, YOU CAN GET A PREDIeTION OF THE NUMBER 

OF RADIOACTIVE G'S, T'S, C'S AND STUFF THAT' W I L L  COME OUT IN 

THIS N3EAREST-NEIGHWR ANALYSIS. 

AND THEN YOU CAN CHART THAT DOWN HERE, AND YOU CAN 

CHART THE THEORETICAL NUMBER YOU SHOULD GET. AND -8  BECAUSE 

DR* n P P E  D I D  A NEAREST-NEIGHBOR ANALYSIS, YOU CAN fIooK AT TlB 

REAL MONITOR. AND THEY'RE SIGNIFSCANTLY DIFFERENT. 

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

FOR TRYING TO M, THIS KIND OF A REACTION, IT W A S  A CONTROL THAT 

PAITZD. IT SHOWED THAT EE WASN'T GETTING WHAT HE'D HOPED TO 

GET 

IT SHOWED THAT WHEN HE D m  THIS, THE DNA WAS DOING 

STRANGE THINGS, OR WMN'T F I U X N G  TO !I'HE END, OR WASH'T M)IW 

SOMETHING 3ECAWSE HE WASN'T MAKING THESB PRQWfCT STRANDS, 

CANDACE L. F R M C f S ,  OFFICIAL REPORTER, USDC, 415-431-6080 
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YOU RBCAU 

DR. VAN DE SANDE AND I TALKED ABOUT AN EXPERIMENT -- EXPERIBIENT 

TEN -- WHERE, INSTEAD OF USING THE DNA BASE, DR. KIZPPB PUT IN 

THE RNA BASE AWD SAW IF THAT WOULD BE TNCO-RATED. AHD AS DR. 

VAN DE SANDE SAID, IT SHOUfiDN'T HAVE BEEN, BUT IT WAS, AS HE 

PUT IT, ANOTHER FAILED CONTROL. 

AND THERE WERE OTHER CONTROLS THAT FAILED. 

AND YOU iIEARD FRO€! DR. -ERG ABOUT AMOTHER 

EXPERIMENT, EXPERIMEMF 7 5 ,  WHICH IN A MORE INVOLVBD WAY CAN BE 

ANALYZED AS A FAILED CONTROL IF WHAT DR. m P P E  WAS TRYING TO DO 

WAS SOMXTHfNG LIKE A PCR R3ACTION. 

SO WE AREN'T JUST GUESSING ABOUT WHAT HAPPENED IN THOSE 

NOTEBUOKS. WE WENT BACK, WE FOUND !FHE EXfERfMENTS TH&T DR. 

KLEPPE DID,  AND THEY SHOW PERFECTLY CLEARLY WHY HE DXD NOT 

PUBLISH THESE EXPERIMEMTS. HE DXDWT PUBLISH THEM BECAUSE THE 

NECESSARY CONTROIS WHEN THEY WERE DONE SHOWED THEY CAME OUT 

WRONG. 

THE OTHER EXPERIMEHTS ARE THOSE THAT WERE DONE BY DR, 

MOLINEUX A F E W  YEARS -- OR STARTING IN '69 AND GOIHG 

FOR A FEW YEARS. AND AS TO THESE EX-S, WE KNOW A IDT 

LESS, B33CAWSE DR. MOLINEUX DIDN'T -- DOESN'T HAVE H I S  NOTEBOOKS. 

THE ONLY W R X m N  RECORD WE HAVE ARE A RECORD OF A FEW 

EXPE-NTS THAT DR. MOLINEVX THOUGHT GOOD mOUG€i TO PUT IN A 

REPORT TO DR. KHURANA. 

AHD WE'VE BXDWN UP !l!lE IWORMXTION IN THOSE INTO THE 

TWO GRAPHS THAT WE SEEM TO KEEP TAIXING TO DR. WOLINEUX ABOUT. 

CANDACE L. -CIS, OFFICIAL REPORTER, US=, 415-431-6080 
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AND THESE ARE TWO GRAPHS a T  WERE PROVIDED TO DR- MORANA -- 
WE'RE NOT QUITE SURE WHEN -- AND THTS IS THE ONLY -IC 

INFORMATION ABOUT THESE EXPERfHBNTS WE HAVE. 

AND YOU RE= IN THIS FIRST ONE, HE'S USING THE 

I6-BASE PAIR LONG DUPLEX WXTH ONE PRIMER. SO WE XHOW THIS CAN 

ONLY BE A LINEAR REACTION. HE'S WAKfNG A COW AND HEATING IT SO 

TEfAT THE COW COMES OFF, m f N G  A MEW PRIMER ON, EIAKfffi -OTHER 

COPY. 

AND HE CKARTS HERE EXACTLY WHAT HE GETS USING A -- WHAT 

HE C A D  COEJSTAMT TEN TIMES EXCESS OF PRIHERS, 

AWD WHAT HE GETS, OF COURSE, IS A CLEAR LII1oEAR SORT OF 

REACTION. I 

SORRY. I'VE GOT THAT ONE BACKWARDS. I SHOULD BE OVER 

HERE. 

HERE'S THE LINEAR REACTION WITH THE OlQE PRIME. 

NOW, HERE HE'S GOT A LABEL ABOUT WHAT XT XS THAT THIS 

AXIS -- THIS GRAPH REPRESENTS. 

HE TOLD US, OFF OF HIS GEIGER COWWEER IN A MICROLITBR OF 

SOWrrfON. TWAT'S WHAT TEAT GREEK LETTER =DA MEANT. THAT WAS 

HIS TESTIMONY WHEN HE W A S  FIRST HERE IN JAMJARY. 

AND IT WAS THE m 3 E R  OF COUNTS, 

AND ON THIS GRAPH, DR. MOUXEUX TEUS US THF, NupIBEEls 

MEXN EXACTLY WHAT THEY SHOULD BE IF YOU IDOK AT THE GRAPE, THIS 

LINE, HE SAYS, IS 1500; THIS LINE, HE SAYS, IS BBOUT 2600;  AND 

THIS LINE, HE SAYS, IS ABOUT 3,000.  

THAT IS, THESE NUMBERS CONFORM EXACTltY TO WKAT THE 
f CANDACE L. FRANCIS, OFFICIAL REPORTER, U S E ,  115-431-6080 
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ONE PRXWER EXTENSION REACTION WHERE WE'RE ONLY EXTENDXNG OME 

STRAND. 

W)IEN H6 GETS OVER f3ERE, TEK)uc;H, AND HE'S GOT TWO 

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

EXACTLY THE SAME: €€E'S GETTING A =NEAR XNCELEASE EACH TIME, Awc 

TEMPLATE AND MAXI#C THE SAME AMOWMI OF DNA. 

BUT DR. MOLfNEUX SAYS, NU, THAT ISN'T RIGHT. THESE 

NUMBERS HERE ON THE LEFT THAT TELL US THE COUNTS PER MICROLITER 

OF SQWTION DON'T RFALLY TELL US THAT. 

AND SO HERE, FOR THZ FIRST CYCLE, li000 DOES HEAN 

1,000, BUT WHEN WE GET UP HERE, AND XT Z O O p  LIKE ABOUT 1900, 

THAT! BE TELIS US REALLY HAS TO BE CAXlCUWlTED OWT TO BE 1400. 

AND SO IT REALLY WENT UP A DIFFERENT M o m .  

AND THEN AS TO THIS THIRD ONE, WHICH IxK)Bs LIKE OM THE 

GRAPH IT'S MATCHING HIS 3,000 LINE, HE SAYS, 190, THAT ISN'T 

REALLY SUPPOSED TO BE 3,000;  %%?IT'S SUPmSED TO BE 2300. 

AND WHAT HE DOES IS, RE SAYS THESE HUHBRs AREN'T 

THE NUMBERS, BUT WHEN I DO THESE EIATfIEKATICS, I COME UP 

WITH DfFFEREN!T NUMBERS AND 9!Hh2 MAKES IT EXE+OHEMTIAL lHSTEAD OF 

LINEAR. SO IT REALLY WASN'T LINEAR LIKE IT WAS XP IT W A S  PCR, 

HOW, YUU HEARD AM INSTRUCTION FXOM JUDGE PATEL THAT'S 

RELEVANT TO THkT, AND ST RAS TO DO W I T H  THE CORROBORATION TEAT'S 

NECESSARY WEN SOmOwE ClLAIMS THAT HISTORICALLY THEY HADE IT THE 

CANDACE L. FRANCIS, OFFICIAL REPORTER, U S K ,  415-431-6080 
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12 I UNCOMMON FOR SOMEOm LkTER TO SAY, I AN m R T A N T  
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INVENTION TKAT'S THE SUBJECT Of THE PATENT. 

AND WHhT SHE TOLD YOU WAS: HALTHOUGH IN SOME 

CIRCUMSTANCES WNSUPmRTED ORAL TESTIHOHY CAN EB 

SUFFICIENT TO PROVE PRIOR KNOWLEDGE OR USE, IT WST BE 

REGARDED W I T H  SUSPfCIOlS m D  SVBfEeTED TO C U S E  

SCRUTINY I 

"IN THE ABSENCE OF CmTEMmRmY DOcmENTAR'JI 
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MR. PASAHOW: BACK W N  HE PREPARED H I S  REPORT TO THE 

NATIONAL SCIENCE FOUNDATION, DR. KHORANA SAID THAT THE ABILITY 

TO CUPY IT IS THE NEXT HOST IMPORTANT REQU-NT fW THE WHOLE 

LABORATORY; THAT IS, IT WAS TfE SECOND MUST ImFtTANT PROJECT IN 

1972 WHEN DR. HOLIMEUX WAS DOING THIS WORK. 

BUT HAPPEHED IN 1972 TO DR. WOfrfNEWX, HE TZUS US, 

IS, HIS TIME TO?LEAVE APPROACHED AND HE TOOK THE SIMMER OFF, AND 

A. 

Y 

TffEN HE WENT TO JAB A OOWPSZ HUNDRED YARDS DOW THE ROAD 

AT M.1.T. AND HE NEVER FINISHED IT. 

AND HE NEVER T-D TO ANYONE EfSE ABOWT FXNISHIHG IT, 

TELLS US WOULD HAVE SOLVED THE SECOND MUST I h R T A N T  PROBLEM IN 

THE KHORANA LAB JUST 3Y SYNTHESIZING A SINGLE SO-BASE PAIR 
P 

PIECE 

(PAUSE IN PROCEEDINGS) 

MR. PASAHOW: NOW, THESE INVEPPTfOHS DON'T INVALIDATE 

IS WHETHER THEY'RE AN I W E N T I O H  REDUCED To PRACTICE THAT WAS NO!l 

A m D D N E D ,  SWPPRESSED OR COHCEAUZiED. 

AND T?ZE FIRST F(4INT IS, THEY WERE NOT REDUCED TO 

PRA-. 

OF PRIOR XWEHTXON, TH3 PATENT -- THE PRIUR INVENTION HUM! BE 

THE PATENTED PROCESS ACTUALLY eARRIED OUT AND SUFFICIENTLY 

TESTED TO DEMONSTRATE !tWAT IT WOULD WORK FOR ITS XNTEMDED 

=DACE L* FRANCIS1 OFFICIAL m R T E R ,  USDC, 815-431-6080 
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PURPOSE 

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

DIDN'T WORK. TRAT'S WHAT HE SAID IN HZS NATIONAL INSTITUTE OF 

HEALTH REPORT TO THE GOVERNMENT. SO IT WASN'T ReDUCEO TO 

PRACTICE 

AND IT'S AIS0 TRUE THAT IF IT'S -- IF IT'S REDUCED TO 

PRACTICE, IT THEN SZAS TO BE MADE &VJULABLE TO THE 'PUBLTC, SO 

IT'S NOT SUPPRESSED, ABANDONED OR CONeEAU3D. 

AND THE EVIDENCE THAT DU PONT POINTS TO OH TIUS SS THE 

VISITORS W E  KEEP HEARING ABOUT XN THE frAB, AND WE CERTAINLY 

HEARD THAT A OF PEOPLE CAKE ZEND WENT !FHROUGH THAT ta8. 

BUT WHAT WE NEVER HEARD IS THAT ANY'7VISITOR WAS %€ERE 

ON A DAY WHEN DR. MOLINEUX OR DR* n P P E  DISCUSSED THE 

EXPERIMEHTS THAT WE'RE INTERESTED IN HERE. 

AND THE OTHER THING WE HAVEWT HEARD rs THE NAME OF A 

SXNGfiE OUTSIDER FROM THE LAB WHO'S SUPmSED TO HAVE EIEARD ABOUT 

THESE EXPERIMENTS. 

WHAT WE DO KNOW IS THAT WHEN DR. KHORANA AND HIIS fiAB 

STOPPED DOING THIS WORK IN 1975, THERE W A S  CERTAIHLY NO ONE WHO 

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

OF IT BEFORE CETUS IHVENTED THE FCR PROCESS TEN YEARS LATER; 

THAT IS, THE AsiT W A S  NOT ENABLED -- THE ART W S  NOT EW3U-D BY 

THIS INVENTfDH BY DISCLOSING IT TO OTHERS WHO COULD mD Worn 
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XNVEPSTION W A S  PUBLICLY IRNOWN, AND IT'S LARGELY THE SAME- 

THE POINT IS, WAS TIIERE AN INVEHTION THAT W A S  

SUF+FICIENTLY REDUCED TO PRACTICE T3WT ANOTHER WHO WOULD HAVE 

SEEN IT COULD THEN HAVE THE f W E N T I O N  IN THE '202 PATEM"? 

THAT 1s8 FQR ANY ANTXIPATIOIS, TRE QUESTIUN IS, IS TEE 

ANTICIPATION SOMETHIWG TEAT I6 SUFFICIENTLY COMPIZTE THAT TEE 

ORDINARILY-SKTWD PERSON COULD SEE IT, ABUUT IT, AND TREN 

DO THE INVENTION? AND THAT DIDN'T -PEW HERE. 

AND THE SECOND WINT =RE ISt IT HAS To BE PU3LICLY 

KETOWN, AND IT HAS TO BE KNUW TO THUSE WHO ARE INTERESTED XN THl 

ART . 
AND THAT DIDN'T HAPPEN f l E R E p  E I m R :  BECAUSE THOSE WHO 

WERE IMTERESTED WERE NOT JUST !WIS SHAU EUHD IN DR. KHORWA'S 

LAB. EVEN DR. XORN3ERG TOLD US OTHERWISE. 

AND WHEN HE SAID -- WE'U HOPEFVLLY HAVE THIS ON THE 

SCREEN HERE -- THAT 0- HE W A S  BEING QUESTIONED BY E w e  PIGG8 AND 

MR. FIGGASKED: 

"IN YOUR EXPERTEEJCE, WAS THE PCR OR 

POLYMERASE CHAIN REACTSOH A TECHNSQWE OF GENERAL 

INTEREST TO SCIENTISTS I19 1969 OR '70?" 

AND DR. KORNBERG SAID: "YES, IT WOULD HAVE BEEN 

OF GENERAL INTEREST, CERTAlNLY." 

AND A NUMBER OF OTkEERS HAVE TOLD YOU THE SAME THING: 

CANDAeE L- FRANCIS, O F F I C m  REmRTER, U S E ,  415-431-6080 
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AND THE POINT THEY AI& MAKE IS THE S m :  SURE, WAYBE 

AT EXACPLY THE TIME IT WAS INVENTED ONLY DR. fMoRANA'S IAB COULD 

HAVE W E D  IT, BWT THAT'S NOT HOW SCIENCE WORKS. 

IMPORTANT DISCOVERY AND YOU DISCLDSE IT, OTHERS TEE 

XP YOU HAKE AN 

NECESSARY STEPS TO BE AB= TO USE IT IF IT'S USEFUL TO 

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

1 HAD KNOWN THAT' THIS PROCESS EXXSTED IN THE MID-'70'§, f WOULD 

HAVE DOHE WHATEWER IT TOOK TO HAKE THE PRIMZRS, BECAUSE IT WAS 

CRUCIAL FOR THE KIND OF WORK I W A S  TRYING TO DO, SURE, IT WOULD 

HAVE BEEN HARDER BACK THEN THAN IT IS NOW. X COULDN'T USE OlJE 

OF THESE GENE SYNTHESIZING MACHINES. 

BUT MOST OF WHAT I DID BACK THEN, €I& EXPIAINED, W A S  

HARDER, AND THAT DIDN'T STOP US FROM DOINGJT. WE JUST DfD IT 

THE HARD WAY. 

THE LAST POINT ABOUT ALL OF THESE ENABLEMEMT ARGUMENTS 

XS WHETHER OR NOT THE -- THERE WAS AN ENABLING DISeLX) -- WIiETHER 

OR NOT THE SO-CAWIED ANTICIPATION WAS ENABLING. 

AND SINCE THE KHORANA LAB HAD NOT ITSELF WO-D OUT HOW 

TO DO A PROCESS WHIa IS PCR, IT COULD NOT HAVE ENABLED BY THAT. 

M D  CERTAINLY IT NEVER PU3LISEIED ANYTHING THAT WAS P C R e  

AND SO WHAT =* FIGG TEI;Ls US IS THAT WE SHOULD HAVE 

=KED TO THE ART IN THE EARLY 1980's THAT HAD TO DO W I T H  THESE 

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 Le FRANCIS, OFFICIAL REPORTER1 USDC, 415-431-6080 
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IF WE READS THROUGH TiIE KHORANA ART, WHAT E3 FINDS IS, 
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DR. KHORMA TRXED FUR A NUIBER OF YEARS. 

IF X CAW'T 

TUBES. AND THAT'S WHAT HE DOES. 

HE S A I D  AT THE OUTSET, 

THE TWO-STRAHDED ONE WORK, I'U Go TO SEPARATE 

AMD THEN IN 1975, DR. KHo32ANA WRITES: I CAN'T GET THE 

ORIGINAL PIECE OF DNA TO $-SIZE TO THE END. 

SO THAT'S THE FIRST THING THIS ORDINARILY-SKILD 
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PERSON flEARNS; THAT IS, THAT IT DIDN'T WORK fM DR* KHoRAw3L'S 

HANDS 

AND THEN HE GOES TO THIS DDUBLE-STRANDED SEQUEMCIPIG 

WORK. AND WE ALL HAVE -- WE SAW THE EVIIXWCE, AND -RE 

SEVERAL OF THESE ARTICLES WHICH SAID THIS OR'FHAT TECHNIQUE 

DOESN'T WORK VERY WELL. L 

EVEN DR. WAUACE, WHO DEVEIDPED ONE OF THESE 

TECHNIQUES, TOLD US H I S  LhB CERTAINLY DIDN'T USE IT. THEY USED 

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

STRANDS-APART AHD Do A DOUBIIE-STRANDED SEQUENCING. 

, PROBABLY THE MOST FAMOUS OF THESE -ODs, DR, WPLfrLACE 

2 0  

21 

22 

23 

24 

25 

AND IN THEIR ARTICLE ON THIS SUBJECT, WHAT THEY SAID IS 

THAT THE BETHODS LIKE THE METHOD THAT DR. WAfPZlkeE WAS DOING, 

WHICH RELIED UPON TRYING TO €SEP THE =UTE SEPARATED BY 

HEAT... 

IT SAYS THAT THEY "DEHATURED To EXPOSE 

SINGLE-STRANDED REGIONS TO SERVE AS TENPIATBOW 
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IT SAYS THE HETHODS THAT DID THIS, THAT TRIED TO USE 

THE DEHATURATION, DIDN'T WORK. 

AND AMONG THE ELETHODS 12 SAYS THAT DIDN'T WORK VERY 

WELL IS THE METHOD OF DR. WALLACE. 

IT SAYS: wTHE MAJOR OfZAwBACK OF THIS BETHOD IS 

THAT THE DNA OF I A W  COHPLEXIW RENATURES RAPIDLY" -- 
THAT IS, IT COmS BACK TOG- QV1-Y -- "LEAVING NO 
SINGLE-STRANDED TEMPIA'TE AVAILABLE." 

AND YOU HEEDED GINGIIE-STRANDED TENPIATE FOR THE SYSTEM 

TO WORK. 

SO EXACTLY THE PROBLEM DR. FRENCH ANDERSON DESCRIBED T$ 

DESCRIBED THERE AS A PROBLEM W I T H  THE W A L L &  METHOD, AND 

THAT'S WHAT THIS 0RDZNARILY-SKIf;fiED PERSON&EARH s ABOUT 

DOUBXX-STRANDED SEQaEwCIE3G. 

SO HE'S GOT A mTHOD THAT DR, KHORANA TRIED AND 

COULDN'T MAKE WORK, AND HE'S GOT DOUBfiE-STRANDED SEQWEIJCING 

WHICH DOESN'T WORK VERY WELL, AND DU PONT SAYS HE'S GOING TO 

PICK THE RIGHT BITS AND PIECES'OWT OF BOTH OF THOSE AND PUT TffEl 

TOGETHER AND FIGURE OUT HOW TO CREATE THE TIME WINDOW YOU =ED 

FOR PCR. 

AND THERE IS JUST NO EVIDEMCE THAT AN 

ORDINARILY-SKILLED PERSON WOULD KNOW HOW TO GO ABOUT DOING THAT4 

AND SEVERAL OF T?IE WITNESSES, PERHAPS MOST EIOQUEMTLY 

DR. FRENCH ANDERSON, EXPLAINED ALL OF THE PR03LEMS INVOLmD. 

BUT so DID DR. mu1s AND DR. ERLICH AND THE OTHERS. 
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BUT LET'S IOOK AT TItE EVIDENCE OUTSIDE THE COURFRUW 

AND SEE WWLT THE REAL WORLD SAYS W A S  GOING ON IN TEIS S-ECT: 

STARTING IN AROUND 1980, IN THIS PERfOD, DR* BRUCE 

WALLACE, ONE OF THE: W PONT WITNESSES, W A S  TRYING TO FIGURE OUT 

HOW TO DEVISE A SYSTEM THAT HE COULD USE AS A SIMPLE CLINICAL 

METHOD FOR DETECTING GENETIC DISEASES IN CLINICAL S M P I Z S ,  THE 

SAME PROJECT THAT DR. HENRY ERLICH W A S  WORKING ON AT ABOUT THE 

SAME TIKE. 

AWD DR. WALLACE, IN HIS ARTIC-S THAT I REVIEWED WITH 

HIM, WENT THROUGH S-L VARIOUS PROCEMJRES WHBRE HE MADE 

EXTRAORDINARILY HOT PR03ES AND THOUGHT HAYBE THEY'D BE 

RADfOACTIVE ENOUGH AND HE COULD FIND THEM. 

W I N G S .  L 

h D  HE DID OTHER 

CONSISTENTLY FOUND ImfE PROBLEH ImfAT HE DIDN'T ." BUT 
,\ 

HAVE ENOUGH S T h I N G  DNA. WHAT HE NEEDED W A S  NOT SOEIETXING THAI 

WOULD MAICE IT EASIER TO DETECT THE MINUTE QUANTITIES OF DHA; HE 

NEEDED SOHETHIMG THAT WWLD GIVE HIM MORE DNA. AND DR. W A I L I C E  

THEREFORE COULDN'T MAffE IT WORK. 

NOW, KEEP XN MIND WHAT -- WHAT THE DU POWE THEORY IS, 

AS IT'S BEEN EXPLAINED TO US BY DR. KORNBERG. 

DR. KORHBERG W A S  QUITE BLUNT ABOUT IT: "AHYOHE SHOULD 

HAVE 3EEN ABLE TO M, PCR," SAID, "BASED UPON WORK I DID 

IN THE 1960's. IT WAS JUST SOMETHING THAT TEE ORDINARY 

PRXNCIPUS OF PRIMER EXTENSION PREDICT," HE TOLD US. 

HE TOLD US THAT %NYONE WHO W2iS FAMILIAR W I T H  HIS 

CANDACE L. FRANCIS, OFFXCIAL REPORTBR, VSW, 415-431-6080 
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WORK" -- 1 ASKED: 

"$0 ANYONE FAMILIAR WITH THE PRIHER EXTENSION 

REACTION IN THE IATE 1960'S, MTER YOU DISCUSED YOUR 

WORK, COULD HAVE PREDICTED PCR." 

m HE SAID: "I mLrm so, I WOULDN'T SAY 

ANYONE. ONE WOULD WAVE TO KNOW THIS FIELD AND BE VERY 

PAMXfsAR WITH IT, YES.m 

THAT IS, PCR IS SO SIMPLE THAT, FROM DR. KORNBERG'S 

WORK ALX)M, YOU SHOULD BE ABLE TO DO IT. 

NOW, HERE'S DR, WALLACE IN THE EARLY 198O'S, AND HE 

CERTAINLY KNOWS THIS WORK, HE D I D  THE REVIEW ARTXCIZ ABOUT 

I WlWT O d R  WITH H I M .  

BUT HE'S HOT ORDINARILY SKfltrfrED, a ' s  -0 HE'S THE -- 
THE HEAD OF AN IMPORTANT LABORATORY IN THIS FIELD, AND HE 

DESPARATELY NEEDS mrs TECHNIQUE. 

AND HE DOESN'T DO PCR -- OR AT U T ,  1 SHOULD SAY, HE 

DOESN'T DO IT UWTfL ABOUT S I X  M Q H T B  AFTER HE HEARS ABOUT THE 

PROCESS FROM DR. KARY MUUS, AND AT THAT POINT HE'S TRYING TO 

PATENT THE USE OF THE PCR IN A PARTICUIAR APPLICATION. 

SO DR. WALLACE CIOULDEJ'T DO WHAT WE'RE TOLD THAT THE 

ORDINARILY-SKILLED PERSON SHOULD HAVE BEEN -LE TO 00. 

FOR WCEI THE SAME REASONS THAT THE PATENTS ARE MOT 

OBVIOUS IN LIGHT OF THIS ART -- 1% SORRY -- ARE NOT ANTICIPATEC 

BY THIS ART, THEY'RE NOT OBVIOUS IN LIGHT OF THIS BRT. 

OBVIOUSNESS DIFFERS FROM WTICXPATION fl SEVERAL 

CANDACE L* FRANCIS, OFFICIAL BPURTER, USDC, 415-831-6080 
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RESPECTS BUT, XOST m R T A N P L Y ,  BECAUSE YOU'RE W W E D  TO 

COMBINE REFERENCES; THAT IS, FOR ANTICIPATION, YOU HAVE TO FIND 

TIIE INFORMATION IN A SINGLE PRXOR ART ARTICU OR PRIOR ART USE 

OR PRIOR ART KNOWLEDGE, IN A SINGLE ONE. 

FOR THE OBVIOUSMESS TEST, THE SCIENTIST IN 1984 IS 

WWED TO COMBINE VARIOUS PIECES PROM VARIOUS mnCfrEs, AS LUNG 

AS THERE IS A GUIDEPOST, JUDGE PATEL HAS TOLD YOU, FOR HOW TO 

COHSINE THEM. M D  HERE THERE'S NO GUIDEPOST. 

WHAT DU PONT'S SUGGESTING XS THAT THIS 

ORDINARILY-SKILLED SCIENTIST IS GOING TO TAKE A CONDITION HERE 

FUR POL-E, A CONDXTXON HXRE FOR TEMPLATlE CONCENTRATIOH, A 

CONDITION HERE FOR ANNEALIHG TIME, A TEMPERATURE FROM OVER RERE, 

NOT BECAUSE THERE'S ANYTHING POINTfNG To WING IT BUT BECAUSE, 

IN A BUNCH OF DIFFERENT THINGSI THEY CAN FIND ONE P-ER 

WHICH, XF THZY'RE ALL PUT TOG-, WORKS fP1 PCR. 

AND THAT ISN'T OBVIOUS. IF SOMEONE HAS TO DO THE 

INVENTION OF FINDING PARAMETERS IN SEVERAL DIFFEREMT PLACES, 

THAT DOESN'T FIT WITHIN JUDGE PATEL'S INSTRUCTIONS. 

AS SEE TOLD US: "IT IS WRONG TO USE THE PATENT IN 

THIS SUIT AS A GUIDE FHROUGH THE MAZE OF PRIOR ART 

RFZERENCES, COMBI#IHG TXE RIGHT REF'ER3NCES IN THE 

R I G m  WAY SO AS TO ACHIEVE TH3 RESULTS THAT IT CLAIMS 

IN THE SUIT. " 
AND WHAT -- W€iAT I SAY ABOUT THE BASIC PCR PROCESS 

CANDACE L PRANCXS, OFFICIAL REPORTER, UGDC, 415-431-6080 
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CIDSfNG ARGUMENT-PASAHOW 21-3222 

OTHER CLAIMS, PARTICULARLY IN THE '195 PATENT, THAT HAW TO DO 

W I T H  DIAGNOSTICS. 

YOU RECALL THAT DR. ERLICH EXPIAINED THAT, WHEN XT 

COMES TO TRYING TO DETECT TI33 SPECIFIC DILUTIONS OF A =ATION, 

CAUSING A GENETIC DISEASE, OR FINDING TfE PATHOGENIC ORGAHlSM OR 

THE ONCOGENE, YOU'RE T-NG ABOUT W M P U X  SYsT-8 SYSTEMS 

E m O R D f N A R I L Y  FAR REXOVXD FROM ANYTHING THAT W A S  GOING ON IN 

DR. KHORANA'S LAB, SYSTEMS THAT, As DR, ERIJCH TOLD US, HIS 

GROUP WORKED ON FOR MONTHS, EVEN AFTER DR. ERLICH -- M K L X S  ToLC 

THEM ALL THE DETAfLS OF THE PCR REACTION. 

EVEN WHEN WE GET TO TEE -- TO THE BASIC c3;AIM OF THE 

'195 PATENT, THOUGH, WE'RE A U N G  WAYS AWAY mOM -fNG TEPAT 

HAPPENED IH DR. KHORANA'S LBB, BECAUSE N0W.WE'RE NOT JUST DOING 

A SIMPLE REACTION AND SEEING WHAT HAPPENED, AS MR. FfGG TEELS 

YOU WAS GOING ON THERE, 

EVEN ACCEPTIHG THAT, WHAT'S HAPPENING HERE IS, WE'VE 

GOT A SAMPLE, AND IN THAT SAMPLE, WE'RE TRYING TO FIND WHETHER 

SOrnT€iIHG WE DON'T mow ABOUT IS THERE. 

AND AS DR. ERLICH EXPUNED,  YOU DON'T DO THAT WITH 

PURE DNA. IT WOULD BE POINTLESS. YOU DO THAT W E N  THERE'S 

SOM3THXNG IN THERE THAT YOU DON'T mOW AWWT, 

SO FIGG TELfs DS THAT -- THAT THEY WE= USING 

PR03ES IN 1984, AND, OF CUURSE, THAT'S TR?JE, THEY WERE. BUT 

THAT'S NOT WHAT THIS C I A I M  IS ABOUT. 

CETUS DIDN'T TRY TO PATEIJT THE USE OF PROBES. -Y 

CANDACE Le FRANClS, OFFICIAL REPORTER, U S E ,  415-431-6080 
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PATENTED TIIE USE OF PROBES WITH P C R p  AND THAT WAS A NEW, NOVEL 

AND HON-OBVIOUS TECHNIQUE. IT WAS EXACTLY WHAT DR. W W C E  WAS 

SEARCHING FOR, AND IT WAS WHAT HE DIDN'T FIND. 

TEERE'S -- THERE'S UHE POSSIBLE BIT OF CONFUSION 

THAT PERHAPS I OUGHT TO EXPLAIN: 

DOCTOR -- JUDGE PATEL'S INSTRUCTIONS FREQWEHTLY =FER 

TO THE FACT THAT YOU HAVE TO IDOK AT TRE ClAIMS AS A WHOM AND 

FIND ALL OF THE ELEMENTS OF THE CXAIH IN THE PRTOR ART. 

ENOUGH TO JUST FIND PROBES IN THE PRIOR ART. YOU'VE GOT TO FIN1 

ALL OF THE PCR ELEMENTS PLUS TEE PROBES IN THE -OR ART. 

SO THE FACT THAT PROBXNG W A S  RMOW fN 1984 M)ESN#T MAKI 

THIS -- THIS CLAIM OBVIOUS, AND THAT ISN'T-REALLY EvfEar WHAT HFt, 

FIGG SAYS. THE FOIW THAT HE -- THAT MATTERS IS WHETHER OR NOT 

ALL OF THE ELEMENTS WERE I# THE PRIOR ART, ALND IT JUST WASN'T. 

(PAUSE 11s PROCEEDINGS) 

PASAHOW: HOW, THE FINAL POINT, R E A U Y ,  ABOUT THIS 

TIMELINE IS, =RE'S NOT JUST A BZANK SPACE I# THIS TEN YEARS 

BETWEEN 1975 AHD 1985, BUT SOME THINGS HAPPENXD WHIm WUUI& HAW 

HAPPENED DIFFERENTLY KAD P m  BEEH KElowN. 

AND THE FIRST OF THOSE IS, DR. KOWBERG, DURING THIS 

PERIOD, CAME OUT WITH A SERIES OF HIS BOOKS OM DNA REPIXATION, 

THE PXRST ONE A C T U U Y  CAlB OUT THE YEAR BEFORE, I# 1974, AND 

THEN IN 1980, RE CAME OUT W I T H  A NEW EDITION, AWD IN 1982, HE 

CAME OUT WITH THE §uErPLEB!mT* 

CANDACE L. FRANCIS, OFFICIAL REPORTER, Usm, 815-431-6080 
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AND THAT'S THE SERIES OF BOOKS THAT I WENT OVER WITH 

DR. KORNBERG. AND HE TALKS -UT A IDT OF DXF- DNA 

REPLICATION REACTIONS IN THESE BOOKS, BUT HE DOESN'T TALK -UT 

PCR AT ALL. 

NOW, WE KNOW %'HAT'S NOT BECAUSE HE WOULDN'T HAVE 

IHCLUDED PCR IF IT HAD BEBN KIWWN, BECAUSE, AS WE HEARD HIM 

TESTIFY, HE'S MOW WORKING ON A HEW EDITION OF THE BOOK. 

AND AFTER THE CETUS SCIENTISTS PUBLISHED THEIR ARTICLE 

ABOUT PCR, WE D R A m D  A PORTION OF THE BOO'K TO REFER TO THAT. 

AND THERE, HE FIRST HA6 A FoomJUTE, WHICH I'LL COHE TO 

IN A MINUTE, IN REFERENCE To THE POLYBERASE CHAIN REACTION, AND 

HE GOES THROUGH DESCRIBING IT, INCWJDIWG AS nA§TONISH:fNG AND 

HIGHLY USEFUL TECHNIQUE." L- . 

NOW, THIS FWTNUTE THAT HE USES AS THE REFERENCE FOR 

WHAT PCR'S ABOUT IS A REFEREN= TO SOBE ARTICLES BY DR, MUUJS 

AND HIS COLLEAGUES AT CETUS: DR. MULLIS' SPEECH AT THE COLD 

SPRING HARBOR PRESENTATION, AND AN ARTICLE TEAT HE WROTE WITH 

DR. FALL3oNA AND PUBLISHED IN SOMETHIPTG CALLED METHODS OF 

ENZYMOU#;Y ARE THE TWO HISTORIC PAPEE3 THAT ARE REFERRED TO, ANE 

THEN THERE'S A REFEREFEE TO A MODERN 1989 PAPER IN THERE AS 

WELL. 

SO DR. XORHBERG WROTE -UT PCR MTER ITS DISCIOSURE BY 

CETUS AESD WROTE ABOUT IT AS AW INVENTION BY THE CETUS 
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21-3125 CLOSING ARGUPIENT-PASAHOW 

DRAFT OF THE BOOK AFTER HE WAS REMfNDED BY TIIF, DU mNT 

LITIGATION TEAM, HE SAID, OF THE NEED FOR HAVING SOMETHING IH 

THERE ABOUT THF, KHORANA ART, 

NOW, THE OTHER THING THAT HAPPENED DURING THIS PERIOD 
B 

WHIM O U G q * T O  HAVE HAPPENED DrF-LY IS BOMETHING CALLED 

THZ CLONING ~ A L  WAS PUBLTSHED, AND THAT IS ws BOOK WHICH 

YOU'VE HEARD A@' PUBLXSfIED IN 1982, WHICH IS TllZ STANDARD 

LABOMTORY REFE 

LABORATORIES. 

SCXENTISTS NEED TO KMOW IN ORDER TO Do VARIOUS REACTIONS THAT 

THEY WORK ON. 

:/* 

FOR TEmIQmS fN MOmmw 310- 

AND fT'S FULL OF VARIOUS THINGS THAT THE 

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

AGAIN, THERE'S A NEW VERSION THAT,COMES OUT AFTER PCR'I 

DXSCZDSED BY CETUS, AND IT'S MUCH LIRGER (INDICATING). 

AED YOU -- !WAT MIGHT CRElTE SOME QUESTION AS TO WIY 

PCR'S INCLUDED IN THE LATE ONE BUT NOT THE FIRST ONE, BOT, 

FORTUNATELY, THE 9- EDITORS EXPLAINED THE REASON FOR THAT 

ADDITION. 

AND WHAT THEY EXPLAINED W A S  THAT NEW SECTSUNS O'F TEE 

BOOK WAD BEEN ADDED TO DEAL WITH "RECENTLY INVENTED TECHMIQUES, 

SUCH AS AMPIJFICATfON OF DNA BY THE POLYMERASE CffATBT REACTION." 

THAT'S WHAT THEY TELL US IN 1989. 

ONE OF THESE EDITORS, INCIDENTAUY~ rs THE DR, JOE 

SAMBROOK WHO I R E F m D  TO EARLIER, WHO WAS THE W mW 

IN THE RE-EXAMINATION PROCEEDING. 

CANDACE L* FRANCIS, OFFICIAL REmRTER, U S E ,  415-431-6080 
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CLOSIIG ARGWMENT-PASAHOW 

(PAUSE IN PROCEEDINGS) 

2 1-3 12 6 

MR. PASAHOW: THESE -- THESE -- THE ABSENCE OF PCR FROM 

THESE PLACES -RE IT OUGHT TO HAVE BEEN, HAD IT BEEN KNOW TO 

THOSE WHO WERE I# THIS FIELD, XAKES THIS GAP EVEN MORE 

COMPEUING . 
NOW, DU mm, OF COURSE, ~ E S  TO EXP~AIN WHY NOTHING 

W A S  HAPPENING DURING THIS GAP. AND THAT GETS INTO THIS 

DISTINCTION THAT -- THAT KR. FIGG DRAWS BETWEEN WHAT HE SAYS IS 

THE CWLIMS OF THE PATENT AHD . . . WHAT IT IS THAT IS HODERN PCE 

OR THE PCR THAT'S USED. AND IT'S A DXSTINCTIUN THAT f FRANKLY 

DON'T R E A U Y  UNDERSTAND. 
I 

IF €E PIEANS THAT PCR IMVOLVED TAQ ABD THAT THAT EIAKES 

IT MORE CONVENIENT, THAT'S CERTAINLY TRUE., 

BUT PCR WITH TAQ IS NOT SOMETHING THAT IS SEPARATE FROM 

TW3 CLAIMS OF THE PATENT. EACH OF THE PATENTS HAS A CLAIM WHICII 

DISCUSSES THE VARIOUS ENZYMES %'HAT MIGHT 3E USED. AND AMOMG 

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

THERMOSTABLE; THAT IS, EA@ OF P A T E H T S ~ ~ R E S S L Y  HAS A a i m  
*? M 

THAT DESCRIBES THE USE OF A-"THEMOS'$LE EdbfJZ. 
% 

SO TWE USE OF TAB IS NOT SOMETHING SEPARATE AND APART 

FROM THE USE OF TEESE PATENTS. 

IT'S ALSO TRUE THAT WHEH TEE DO mm SCIENTISTS . . 
COULD I HAVE A FEW MORE MINUTES, YOUR HONOR? I'M VERY 

NEARLY DONE. 

THE COURT: OKAY. 

CANDACE Le FRANCIS, OFFICIAL REPORTER, USDC, 415-431-6080 
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CIDSfNG ARGUMElW-PASAFiOW 21-3127 

MR. PASAHUW: fT'S A I S 0  TRUE -- 
THECOURT: F m ?  F I V E M O R E ?  

MR. PASMOW: YES, Y w R  HONOR, 

THE COURT: OKAY. 

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

SCIENTISTS WERE =KING AT LICENSING THE: PCR PATENTS THAT PlRE 

INVOLVED XN THIS IAWSUIT, THEY DIDN'T SEPARATE OUT THE MODERN 

USES OF PCR WHAT m m  THOUGHT WAS r m w m  ra mm PATENT. 

INDEED, THEY HAD A -- HAD A SLIDE -- SERIES OF SLIDES WHERE T H Z Y  

TRIED TO SHOW WHAT IT WAS THAT THEY LICENSfDSE, 

AND ONE OF THOSE SLIDES -- COULD WE H4VE PAGE 715? -- 
DESCRI3E THE OPPORTUNITY THAT W A S  INVOLVED. 'AND TllE OPPORTUNITY 

THEY WERE TALKING ABOUT W A S  THE LICENSE Tob-- PCR LICENSE W E R  

THE CETUS PATENTS. 

THEY EXPLAINED THAT CETUS HAD THISt AND IT EXP-S AT 

THE END THAT m m  f l ~ v ~  DONE C R ~ T I C ~ ~ ~  FATENT REVIW mrm 

CONFIRMED THE UNIQUENESS OF THE PCR TECHH0ZxK;Y. 

AND TIIEY WENT ON IN THAT SLIDE SHOW, AND THEY 

ANOTHER SLIDE WHICH TAxrKs ABUUT WHAT THF,Y XNTEMDED TO DO WITH 

THIS LICENSE TO TH3 VERY PATEHTS THAT ARE INVOLVED IN THIS 

LAWSUIT 

AND WHAT THAT SLIDE TALKS ABOUT IS EXACTLY THE B;IND OF 

THING THAT MR. FIGG IS TBLXJNG WS IS SEPARATE FROM PCR. IT'S 

INFECTIOUS DISEASE TREATMENT, AHD CAMCER DIAGNOSTICS, a D  

GEHETIC TESTING, EXACTLY THE KIND OF THINGS THAT EIR. FfCG TRIES 

CANDACE L. FRANCIS# OFFICIAL REPORTER, USDC, 415-431-6080 
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CIOSING ARGUMENT-PASAHOW 21-3128 

NOW TO SEPARATE FROM THE USES OF THZ PATENT. 

IN THE DISCUSSIONS THERE AT DU PONT, THEY RECOGNIZED 

THAT THESE F'UNDAMEWEAL PATENTS ARE NOT SEPARATE AND APART FROB# 

THOSE KINDS OF USES OF THE PROCESS BUT, IN FACT, ONE AND THE 

OTHER ARE THE SAME. 

(PAUSE IN PROCEEDINGS) 

MR. PASMOW: SO WE THIHK, WHEN YOU LOOK AT THIS REAfr 

WORLD EVIDENCE, IT BECOMES QUITE C m  THAT THE X H O W A  LAB 

SIMPLY CANNOT HAVE BEEN TAKEN TO HAVE 1-D A PROCESS AS 

POWERFUL, AS momrowmy AS ALL THE wxmssEs mm SAID THAT 

THE PCR PROCESS IS. 

THEIR WORK OCCURRED DURING THIS HISTORIC PERIOD. IT 

ENDED IN 1975 WITH DR, KHOBANA'S STATEMENT-THAT THEY COULDN'T 

REPLICATE THE ORIGINAL DNA To THE EMDS, AND WE THEN COME OVER 

TEN YEARS BEFORE THE FIRST CETUS PATENT -- THE FIRST GETUS 

DfSCLX)SURE OF ITS PATENT. 

AND DURING THAT TIME, CERTAZNLY GOMEONE -- SOME OF 
THOSE SCIENTISTS WHO WE'RE TOLD WERE WORKING IN THE LAB, MANY OF 

WHOM HAVE GOHE OH TO WUOR LABS OF THEIR O W ,  SOME OF THOSE 

PEOPLE WHU WE'RE TOLD VISITED THAT IA3, SOMEONE WOULD AAVZ BEEN 

USING PROCESS DURING TEZAT -OD. 

NOW, YOU HEARD THAT THE PATENT SYSTm TS A CUNTRACT. 

MR. FIGG TOLD YOU THAT. AND THAT, IN EXCHZLNGE FOR PA=, 

THE PATENTEE HAS TO MAKE A DfSCmSURE OF A NEW AND NOVEL TfffNG 

WHICH ENRICHES SCIENCE. 

CANRACE L. FRANdlIS, OFFICIAL REPORTER, USDC, 415-431-6080 
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2 1-3 129 

r DON'T SEE HUW THERE CAN BE ANY QUBSTIOIS THAT 

THEMSELVES PUT IT, PCR HAS LIT-Y RFVOUPTIONIZED THE 

BIOCHEMISTRY WORLD. 

THIS, Y O U ' U  RECALL, IS A = O M =  THAT WAS mITTEN 

BY ONE OF THE DU PONT SCIENTIST W A G E R S .  AWD WHAT HE SAYS IS 

SIMILAR TO WHAT'S S A I D  IN SCIENCE PIAGAZINE AND THE UTHER THINGS 

WE'VE SEEN, AND THAT IS THAT: 

THE BIOTECHNOLOGY RESEARCH." 

THIS IS THE ENRICHMENT THAT DR. HUWS PROVIDED WITH 

HIS C0r;txaGUES AT CETUS IN EXCHANGE FOR THE PATENT. 

NOW, YOU ALSO HEARD THAT THERE Ww- A DEBATE AT CETUS 

ABOUT THE TIME THE SCIENCE ARTICLE AND THE OTHER ARTTCXES WERE 

BEING PUT OUT, AND THAT SOME OF THE BTJSIMESS PEOPLE 0- HOT THE 

SCIENTISTS BUT SOME: OF TKE BUSIWZSS PEOPLE 0- WERE WONDERING IF 

THIS KIND OF INFORMATION SHOULD BE DISCWSED AND, r N  F A R T ~ C U ~ R ,  

WHETHER 13R- MULLIS SHOULD BE AILOWED TO PUBLISH HIS ARTICLE. 

DECIDING To RELY UPON ITS PATENT APPUCATIONS AND GOIHG AHEAD 

AND COMPLETIPIG ITS 0- ITS PUBLICATIONS AHD LETTING DR. MUmS W 

WHAT HE WISHED To 00. 

NOW, REALLY, THE WORST FEARS OF !PHOSE BUSINESS PEOPLE 

HAVE C m  TO PASS* THE CETUS PATENTS ARE BEPORE YOUS BEING 

W N G E D  FOR THElR VALIDITY, AND AT TEE S2lHE T m  YOU'VE EIEhRI 

CAWDACE L, F'R&HCIS, OFFICIAL REPORTER, USDG, 415-131-608.0 
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CIDSING ARGUMENT-PASMOW 21-3130 

TESTIMOm THAT' DR. WAUACE AND DR, MILLER, ONE OF %'?€E DU PONT 

SCIENTISTS, HAVE THEIR PATENT APPIZCATIONS PENDING FUR USES OF 

PCR THAT THEY W A N T  To PATENT, 

THE CETUS SCIEHTISTS FULFfILED THEfR EHD OF THE EARGAIl 

AWD TfIEY'VE ENRICHED SCIENCE BY T?€EfR DfSClOSURES. 

AND THEIR PATENTS SHOUGD BE AFFIRMED BY YUU, BECAUSE 

THEY'RE NEW AND NOVEL, AND THEY ARX PATENTABL3 XNVEHZIONS. 

CERTAINLY, THERE'S NO CIlEAR AND CONVINCING EVIDENCE 

THAT ANY OF THE KHURAWA IABORA!I?ORY MATERSAL BITHER ANTICIPATED 

OR RENDERED THEM OBVIOUS, 

THERE'S ONE LAST THING f W W E D  To SAY, AMD !FKAT'S 

CAWDACE L, FRANCIS, OFFICIAL REPORTER, USDC, 415-831-6080 

r_.---*---- 

BECAUSE J HAD -- I 

THE COURT: PASMOW -- 
C '  

THE COURT: MR. PASAHOW, 1 HA- TO CUT YOU mF. YOU'W 

HAD TEN MORE MINUTES, MAYBE 15 -- TEN MORE MINUTES TXAH YDO WERE 

ALWTTED. SO I'LL GIVE YOU IWO SENTENCES. 

m. PASAHOW: THANK YOU. 

THE COURT: AND THEM SHORT. 

MR. PASAHOW: YES. 

1 BELIEVE THE LAWYERS THAT DRWTED TH3 VERDICT FORM 

EACH OF THESE IS THE QUESTION: IS THE CgrAIM BELOW IHVALID? 

SO IF YOU WANT TO SAY IT'S VALlD AESD TgE PATENT SHOULD 

BE AFFIRMED, YOU SHOULD BE CHECKXBG NOES; MD IF YOU w m  TO SAY 
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CLOSING ARGUMEMT-PASAFIOW 2 1-3 13 1 

THAT TM3 CLAIM fS INVALID AND SHOULD BE OVERTURNFID, THB ANSWER 

IS YES. 

TFIE QUESTION IS: IS TKE CUUM INVALID? 

THANK YOU FOR YOUR INIWIX;ENCE, YOUR HONOR. 

T H E  COURT: Tx, YOU NEED ADDITIONAL TIME? 

m. FfGG: I MAY, YOUR MOMOR, BUT m y  WE mvx A BRlEP 

SIDE BAR? 

m. FIGG: I THINK so, OR r WOULDNET ASK FOR IT. 

(PROCEEDINGS HELD AT SIDE BAR:) 

MR. FfGG: YOUR HONOR, 1 WOULD ASK FOR A CURATIVE 

INSTRUCTION ON ONE COMMENT THAT MR. PASAHOW a D E  IN HIS 

STATEMENT. L 

HE SAID THAT DR. XORNBERG CHANGED H I S  BOOK AETER HE WA 

REMINDED TO PUT THE CO- ABOUT M1. KLEPPE'S WORK IN THERE. 

THERE'S NO EVIDEHCE TO THAT EF'F'EeTt AND THE PLAIN FAm 

OF THE MhTTER IS, DU PONT'S LAWYERS DIDN'T EVEN KNOW THAT DR. 

KORNBERG W A S  WRITING THE 3QQK UNTIL C3TUS ASKED FOR IT. 

KORNBERG DID THAT WI!EHO?JT ANY XHOWIEDGE OF ANY Du PONT LAWYERS 

DR. 

MR. PASAHOW: I -- YOUR HONOR, 1 RECAU TH&T 'IIEGTIMONY 

ADDED THAT SECTION AFTER CONSULTATION W I T H  THE W PONT 

LITfGATIOH TEAM. 

CANDACE L. F'RAEXS, OFFICIAL REPORTER, U S E ,  415-831-6080 
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21-3132 

MEANS THAT THERE WAS A POINT IN TI= WHEN HE CONSULTED WITI 

US AND THERE W A S  A POINT IN TIWE WHJ3N HE PUT THAT fN THERE, BUT 

THAT'S NOT WHAT HE SAID. 

COURT: WELL, r THINK THE BETTER THING -- I THINK 
THE BETTER THING IS TO ARGUE WHAT THE IMPLICATIONS OF THAT 

TESTfWOBTY ARE RATHER THAW TO HA- A CURATIVE IHSTRUCTZON. 

HR. PASAHOW: WEU, JUST -- 
THE COURT: YOU CAN ARGUE THAT %WEIR INTERPRETATION OF 

THE IMPLICATIONS IS -- YOU KNOW, THEIR INTERPRETATION OF THAT 1 5  

INCORRECT, 

MR* PASAHOW: JUST TO XAKE CIZAR MY RECOXlLECTION OF 

WXDENCE, YOUR HONOR, IT IS THAT DR. KORNBERG SAID THAT -DEI 

THE SECTION AFFER BEING REMINDED OF THE m0-A ELATEmAL W THE 

DU PONT LITIGATION TEAM. 

MR- F I a :  HE -- HE NEVER -- WE DIDN'T KNOW BE W A 

BOOK, YOUR WONOR. WE MEVER SUGGESTED, AS mm PASAHOW PLAImY 

TOLD THE JURY -- 
Tm3coum: WELL=- 

m* F I G :  -- THAT = PUT THIS HIS iKKlK, 

WHAT WE DID IS, WE BROUGHT THE -A PRIOR ART TO DR. 

KORNBERG'S ATTENTfOH. 

BOOK, AND wlt. PASAHOW'S STATEMEMT W A S  BLATANTLY FALSE, 

TT WAS HIS D3CISIOM TO PUT IT IN flZ6 

(PAUSE IN PROCEEDINGS) 

MR. PkSAHoW: I -- I DON'T -- 
THE m m :  THE STA-NT W A S  NOT THAT I- THKT €E W A S  

CANDACE L. -CIS, OFFfClAL REPORTER, U S E ,  415-431-60*0 


