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Attmney Becket N 9. T3 PN—t}€}3:"®€$TiS 3} 3€§(§3—2€}§ 5 (AKBM-321'7~'-é} ?ATTENT

EN UNTTEIB STATES PATENT ANT} T"RABTIMART{ GF T'<‘l?CTI

in Re Patent ef: SAi‘\/IPALIS, Fotini Confniiiatieii Ne; ii 897

Control No: 95/"Gt? 1 , 774 Group Art Unit: 3991

Filed: Oetehei 19a 2011 Exaniiner: CAMPELLE Bruce R.

FOR: TNTER PARTES REEXART 917 US. PATENT 8,fi3{§,348: NATURKTL MARINE
SOURCTE T’E§0S§’Ti0T.fET’iE}§§ CGM§’RTSENG T’C’LYUNSATURATEE)  F,i\'T'i”Y

ACTBS AND THEIR AP ?T..TCATT{)NS

Mai} Step Qeeieretien
C()1'1’1tIli.‘§Si0Il61' fer Patents

PO. Box M50

Ai6X8.nd,1'ia, VA 223 3 3-1450

 

E, Bart L. White, declare as tbiiews:

1. 3 am at Citizen.

2. I am etmrentiy the President and CEO of MD); Biefxnaiytieai Labeinatoiy, inc. in College

S'£Et'£'.if_‘.»11, TX, which offers, ahinng other things, expert zttiztiytieai services for the identification

of hiosuhstances.

[N I have 61 PhD. in analytical eheinistry specializing in mass speetroiiietry from the Uiiiversity

of Nerth Careiina. at Chapel E-iiii. Since 3985,  E have wei‘i<:ed prefessienaiiye in the area ef

aiiaiytieai chemistry and mass speetmiiietry (amend 27 years). I was appointed and served

as iAdjui1et Professor ef Ch,f:D'1iSi1'_‘y’,, Wake Forest University, Depertinent of Ci’l€f}'1iSt1”§/ and

have published niere than 27 reviewed jeurnai articles. I eurrentiy seive as 21 Peer

Reviewer fer J. {7.i1mmaiog2¢‘(1pi1ic Sciemre and J. C7i1r0nizar0gm<zpizy. I am a metnber (if the

Aineriean Cheniicai Seciety (CN€I3S~Seeti0n Ciiairrnaii ‘E33, ChainiiEeet/i’1regi'ain Chair “[92,

«'eei'etary ‘9i and TI'€:’<!.§u1"t31‘ ‘$50), Mississippi Aeadteniy of Science, Society of Aiiaiytieai
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6.

U.S.S.N. 95./tllll ,7?‘

Declaration of Dr. Earl l_.. White

Cheniists of Pittsburgh, Applied Spectiescopy Society, Phi Lambda Upsilon Honorary

Chemical Society, America Society for M ass Spectrornetry, National Technical Association

and Alpha Phi Alpha Fraternity, lne., Triangle Area Mass Spectronietry Discussion Group,

National Organizatiori of Blacl: Chemists and Chemical Eirigirieers (N()l3»CliClE3), Bay Ai'ea

l\/lass Spectrornetry Discussion group (BAl‘vlS) and the SF Bay Area Proteorne Society. My

Curriculum Vitae is attached Appentlix A.

l am consiclered an expert in the area of ideiititication of hiornolecules using, analytical

techniques in general, and mass spectroine.try, specifically.

l ant being cornpensated at my customary hourly rate fill‘ my time spent on developing,

forrniiig, and expressing the facts and opinions in this cleclaration. l have no personal interest

in the ultirnate outeonie of the reexaniination proeeediiigs involving US. patent 8,{}3ll,3r-l8

(“the “"348 patent”).

ln Ztlll, MDX Bioztinalytical Laboratory, lnc. was contracted. hy Neptune Tecliiiologies and

Bioressources, lnc. of Quebec, Canada to analy;2:e certain phospholipid samples {the

“Beaudoin Qil Fractions”) and report which fatty acid phospholipitls are present.

Furthermore, l was asherl to opiiie on whether certain fatty acid phospliolipids were present

or absent in the Beaudoin Gil Fractioiis, Within the levels of detection ofa conventional mass

spectrometry experiment. The results of this analysis were suhiiiittetl in a Declaration <la.terl

May 3l. 2(3ll in l(l.«"4-85,094 (now the ‘348 patent). There, l stated that “it my

opinion that the Beaucloin Oil l9‘ractiohs received and testecl by me do not contain l’Ls

[phospholipiclsj which have attachecl to them Dl~lA and DHA, EPA and EPA, l3‘l::lA and EPA,

or EPA and DHA, at the detection limits d.esei‘il*>e(l ahove in paragraph 7 [outlining liquid

chromatography/niass speetrorrietry (LC/l\/lS) and tandeni niass spectrornetry (l\/lS,/MS)

techniques].” White Declaration ofivlay 3l, Zill l, fit l3.

l have heen informed that Al{€:l' Biol\/larine filed a Request for Reexamination {U.S.S.N.

95./{ltll ,774) which questions the accuracy of the data that l presented in the Declaration of

May 3 l , 201 l. Al<:er also filed. a Corrected Request for Reexarnination, which I have read.

I specifically note that Al<er’s Corrected. Request for Reexarriination states, at pages Zllwll

(ernph asis add.eal.):
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U.S.S.N. 95./Gill ,7?‘

Declaration of Dr. Earl L. White

“Requestors further note that the analysis hy Dr. White was incomplete hecause Dr. Wliite

apparently did not utilize any reference standards or positive controls in his analysis. This raises

the questions of whether: 1) the conditions used by Dr. White were sufficient to detect the claimed

phospholipid species; and 2) the assuniptions by Dr. White in the interpretation of the MS data

were correct. dl: t ' ' ‘"

Validate the det. tion 1 Chin ties. From an analytir _ tndpoin ‘ , iefere ce

standarcts and ‘(iSlilV€ controls to ‘verify’ that the analytical procedures are Worsuig and W ill

perform their intended purpose. it is especially important to optimize mass specti'onietri(:

paran is using re ference compounds. See the Declaration by Dr. Thoinas Gundersen in Support

oflteogtiest for inter Parties Reexamination ofU.S. l’at.ent No. ?5.0'30,348.”

 
   

   

 

9. I clarify herein that, as is standard in the industry, I eonteniporaneeusly ran adequate controls

when l eondticted the experiments that were reported in the Declaration of May Bl , 201 1.

10.1 suhniit herewith controls, which were analyzed at the sanie tiine the experiments were

a.naly;3.ed, that were reported in the Deela.rati.on of May Ell, '20l l. Specifically, i ran the

tellovvting eontrols that are St1TYlt.‘(12tl'i2‘.€Cl in detail helow:

a. a series ofposirive controls in the form of a coniniereial phospholipid standard set

which contains four pliospholipids of various weiglits; and

h. a selvent—only rzegative control of 20% acetonitrile, which was run at the beginning of

the experiinent and hetween each run that involved a species that differed frorn the

previous. As discussed helow, such a contrel is crucial to correct for the

eontaniination of data froin other samples (the somcalled “nieniory effect” or “carry~

over effect”).

ll. it is necessary to run positive centrcls to demonstrate expeiiinental sensitivity and validity of

data generated. it is well known in the field that such controls inust he run, and therefore I,

having over 25 years in the field, ran adequate positive controls in generating the data

reported in my Declaration of May 3 l, Ztll i.

12. Specitica.lly, I ran a series of positive controls in the forrn of a cornniercial pliesphoiipid

standard. l?’igure l). This standard. set is cornrnereially available trorn Sigrna-Altlrich

(Catalog No. P3Sl7-IVL). This standard set includes four different cornnion phospholipid

species of dittereiit rnolecular masses, such as  l_.~(i..—lysophosphatidylcholine, L-"fie

phosphatidylcholine, L-onphospliatidylethanoiarnine, and L—d-pliosphatidylinositol sodium

salt.

13. llurther, a sound and experiinentally viahle mass speetroineti'y experiment i'equires solvent

“hlanle” or “negative centrol”" sainples at the beginning of a series of runs and between

OOQD03f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


000004

U,S.S.N. 95./Gt)? ,3774

Declaration of Dr. Earl L. White

different experiinentai runs, specifically when the chemical species to be studied are different

between runs. Such standards correct for the ‘Tnernery effect,” ale, contarnination froin the

cheniieal earryoVe.i* from prior sainpies. Blank controls in the form of 29% acetonitriie were

run first thing each day, between every sarnpie set (which wonhi wash out carry over

species}, and at the end at a day as a eohnnn-cleaning technique. A representative soiVent~

eiiiy run is irieiuded as Figure 2. Note that the signal inteiisity is at least one order of

magnitude lower than in the positive centre} {6.{)t’iX104 in Figure ii Versus 1.5x} G3 in Figure

2}. The small peak at 22.22 minutes is a, eontarniiiant in the seivent hiank. The noise level is

indicative of the iew ievei ef this contaminant. The haseiine rise at 26 minutes is due to high

eeneentration of acetonitriie used to clean the column. It is weii known in the tieid that

megtztive centreis tntist he run and therefoi'e I, having over 25 years in the field, ran adequate

negative eentrels in generating the data reported in the Declaration of May 31,, 2011.

14. A,CC01‘:‘.‘ii1lgify', 5 eeiiternperaneousiy ran adequtate controls (lieu, positive and negatixze eeiitreis)

when I conducted the experiments that were reported in the Deeiaration of May 31, 20} 1.

[rest of page intemioiwdly left blank]
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