UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

HOLOGIC, INC.,
and BECTON, DICKINSON AND COMPANY,
Petitioners

V.

ENZO LIFE SCIENCES, INC.
Patent Owner

Case No. IPR2016-00822
U.S. Patent No. 7,064,197

PETITIONERS’ REPLY

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Table of Contents

l. PRELIMINARY STATEMENT ....ooooiiiiiiee et 1
[, ARGUMENTS ..ot sttt nreanes 1
A.  Claims anticipated by Fish. ..o 1
1. Single-stranded (ss) nucleic acids fixed to a non-porous
101 110 BT U] ] o [0 o SR 1
2. Fish’s immobilized ssDNA is in hybridizable form. .................. 5
B.  Claims obvious based on Fish. ........cccccooiiiiiiiiiici e, 9
1. Obviousness concerning sequence of interest. ........c.ccccevvennen, 9
2. Obvious to use Fish’s binding technique for RNA.................. 11
C.  Claims obvious based on Fish in view of Metzgar and Sato. ............. 11
D.  Claims obvious based on Fish in view of Gilham. ...........ccccccevvinnnn, 12
E.  Anticipation of challenged claims by VPK...........cccooviiiiiiiie e, 14
1. Enzo cannot claim priority to the 1983 application
because it fails to comply with the written description
FEQUITEMENT. .oviieiieiie sttt e e 15
2. No reduction to practice before VPK’s publication date.......... 16
3. VPK in view Metzgar provides an array of sSDNA. ................ 21
4, It would have been obvious to a POSITA that the
hybridization procedure described in VPK could be
performed on glass slides having wells or depressions as
disclosed by Metzgar. ........cococveiieiii i 21
5. The nucleic acids bound to the glass slide of VPK are
complementary to a nucleic acid sequence of interest.............. 22
F. Obviousness based on Noyes, VPK, Metzgar and

DOCKET

_ ARM

RaAMAChANAIAN. ..o 23

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

1. Nucleic acids bound using the Noyes binding chemistry
would remain in hybridizable form. ..........ccccoooiiiiiii 23

2. Motivation to combine Noyes and Ramachandran to
covalently bind RNA in hybridizable form to the glass
SHAeS OF VPK . ..o 24

I1l.  THE SECONDARY CONSIDERATIONS, IF ANY, FAIL TO
OVERCOME THE EVIDENCE OF OBVIOUSNESS. ............cccoe e 25

A.  Enzo’s technical expert is not qualified to opine on secondary
CONSIAEIALIONS. ...eeeivriee ittt ettt e e s eb e e s br e e e sbee e e sabeeeenns 25

B.  Enzo has not established a nexus between the merits of the
claimed invention and any secondary considerations. ...........c.c..c.c..... 26

IV, CONCLUSION. ...ttt 27

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Case No. IPR2016-00822
U.S. Patent No. 7,064,197

l. PRELIMINARY STATEMENT

The Board recognized in its Institution Decision that it is more likely than
not that the challenged claims are unpatentable based on the grounds presented in
Hologic’s Petition. Nothing in Enzo’s Patent Owner Response calls that into
question. The conclusory and unsupported arguments of Enzo’s technical expert,
Dr. Gregory Buck (“Buck”) fails to alter the Board’s reasoning in its Institution
Decision. The Board should issue a Final Written Decision canceling the
challenged claims.

Il. ARGUMENTS
A.  Claims anticipated by Fish.

1. Single-stranded (ss) nucleic acids fixed to a non-porous solid
support.

The Decision properly concludes that Fish explicitly discloses binding of
SSDNA to PLL-coated wells. Decision,11-12.

The Decision states that Fish “knew that ssSDNA would bind to PLL-coated
wells, because they were relying on such binding to carry out their experiment.”
Decision, 12. The Decision quotes the following supporting sentence from Fish:
“[t]his positive control for nuclease S; activity suggests that single-stranded nucleic
acid, bound to PLL treated plastic, remains susceptible to the hydrolytic activity of

the enzyme.” Ex.1006, 538, right col.,{1.
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Enzo’s alternative interpretation of the sentence— Fish assumed that SSDNA
may have bound—does not make sense. Response, 5. The Decision got it right.

Enzo claims that “additional information” suggests Fish would not have
known ssDNA bound. Response, 4-5; Ex.2142, {73. Enzo first argues that prior
hybridization methods involved ssDNA bound to porous materials or cells bound
to nonporous materials. As a consequence, Enzo argues that a POSITA would not
expect ssDNA to bind to PLL-coated polyvinyl plates. Response, 4-5; Ex.2142,
74. Enzo’s alleged state of the art, which did not address PLL binding to nucleic
acids, sheds no light on what the Fish authors knew about binding sSDNA to PLL-
coated wells.

Enzo oddly asserts that Fish’s doubt that DNA would bind to uncoated
polyvinyl somehow counters the Decision’s conclusion that Fish knew ssDNA
would bind to PLL-coated polyvinyl. Response,4.

Fish proves that dsSDNA bound to the PLL-coated wells. Response, 4;
Ex.1035, 56:25-57:5. Enzo argues that those dsSDNA experiments were unreliable
for assessing whether ssDNA would bind in view of unspecified differences
between ssDNA and dsDNA. Ex.2142, 176. But both ssDNA and dsDNA have

negatively-charged backbones, which allow them to bind to positively-charged
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