ASX/Media Release

Benitec US Reexam Update

12 March 2008, Melbourne, Australia: The Directors of Benitec Limited (ASX:BLT)
provide the following with regard to the updated Graham declaration filed to the
USPTO for Reexamination of U.S. Patent No. 6,573,099 - GENETIC CONSTRUCTS FOR
DELAYING OR REPRESSING THE EXPRESSION OF A TARGET GENE ("the '099 Patent").

The communication lodged this week brings to the Examiner's attention an error that
exists in the Declaration under 37 C.F.R. 81.131 of Michael Graham dated 24 April
2007, submitted in this merged reexamination proceeding. Paragraph 9 of that
Declaration contains a description/exhibit that is incorrect regarding an aspect of
certain embodiments of the invention, i.e., the stuffer fragment. Accordingly, a new
Declaration by Dr. Graham has been provided.

This new Declaration shows conception of that aspect of the invention before the
critical date, 23 December 1997. We believe that the error arose in preparing the first
Declaration submitted in the Reexamination, filed 28 November 2005. A copy of the
new Declaration is included with this release. Due to the file size, it may be more
convenient to obtain a full copy of the filing on USPTO PAIRS.

Benitec has rights to all human therapeutic applications for the '099 Patent and the
other related patents in the gene silencing family in the US. These include patent
application nos. 10/346,853, 10/759,841, 10/821,726, 09/646,807, 10/646,070, and
10/821,710. Benitec is confident that the gene silencing claims will be further
secured through the reexamination of the '099 patent and these related patents or
patent applications.

Background on the US Reexamination

Nucleonics initiated a third party Reexamination at the U.S. Patent and Trademark
Office ("USPTO") on 4 October 2004, providing the USPTO with art it asserted
invalidated the '099 Patent. The USPTO rejected the claims based on the provided
art. Benitec successfully overcame the references, and the USPTO withdrew all
rejections but instituted new rejections on additional art it had uncovered. Benitec
then filed a response, which it believed overcame the rejections of Record.

Nucleonics then requested a second Reexamination, adding art it asserted invalidated
the '099 Patent. The USPTO merged the two Reexaminations and sent out an Office
Action. The USPTO withdrew most of the earlier rejections it made, modified other
rejections, and added rejections based on the art Nucleonics provided in its second
Reexamination request.



In January 2007, the USPTO issued a non final rejection. Benitec reviewed the new
material and believed it did not raise any issues that would preclude patentability of
the invention disclosed in the '099 Patent. Benitec also believed it has strong
arguments for overcoming the art of record. Benitec responded to the rejections
found in the merged Reexaminations on 24 April 2007 after a 1 month extension was
granted. Benitec believed that its April 24th submission fully responded to all of the
issues raised by the Patent Office and persuasively explained why the prior art did not
anticipate or render obvious the claims under Reexamination.

On 3 August 2007, Benitec submitted a summary of an Examiner Interview its patent
attorneys conducted with the U.S. Patent and Trademark Examiners responsible for
the Reexamination of the '099 Patent. A supplemental amendment was also filed for
procedural matters and to update the Examiner of proceedings finding before the U.S.
Court of Appeals for the Federal Circuit regarding the Benitec Australia Ltd. v.
Nucleonics, Inc. case and the European Patent Office regarding patent application no.
EP19990910039. Benitec had requested the interview with the Examiner in the normal
course of the Reexamination to discuss the response filed to the Office Action of 24
January 2007.

Next Steps
It is expected that the Examiner will review this new material and respond in a timely
manner.

CONTACT:

BENITEC LTD

Sue MacLeman Rudi Michelson

Chief Executive Officer Monsoon Communications
+61 437 211 200 +61 411 402 737

About Benitec

Benitec is an Australian biotechnology company focused on licensing its extensive intellectual
property portfolio and developing therapeutics to treat serious diseases using its proprietary
ddRNAI technology. Its current therapeutic program is focused on Human Immunodeficiency
Virus (HIV). For additional information, please visit www.benitec.com.







@7/83/208088 11:46 8733651699 INTEGRATIVE BIOLOGY PAGE 14

Application No., 90/007247 Docket No.: 023004.0103X1US
Amendment dated

pages 37 — 39. pCR.BEV2 was a construct comprising BEV-pol that could later be used to
prepare expression ‘constructs in a sense orientation, or alternatively in an antiscnsc
orientation. As previously stated, pCR.BEV2 was an element of reducing the invention to
practice because it could be used to form the constructs of our claims, including the
pCMV. BEV.VEB construct which comprises an inverted palindrome of BEV under the
control of onc promoter. The pCMV.BEV.VEB construct falls within at least ¢laim 3. This
construct is also Figure 14 of the '099 patent. pCR.BEV2 was also used to make the plasmid
pCMV .BEV.GFP.VEB, which contained an inverted palindrome of BEV under the control of
one promoter with GFP as a stuffer fragment. As such, this construct would fall within at
least claim 5. Ms. Bemnard also started to clone pCR.BEV3, a construct comprising an
untranslatable BEV-pol. Ms. Bernard also started to clone pCRBamGFPRgIII, which is a
construct comprising a stuffer for use in interrupting BEV-pol sensc and BEV-pol antisensc
in a hairpin construct. The EGFP sequence was sclected as a stuffer because it would be
useful for determining whether the stuffer could mediate post transcriptional gene silencing.
The GFP is flanked by thc Bamll] and Bglll restriction sites, so the GFP would be easy to
remove. We planned to use this in our constructs that contained an inverted palindrome with
a stuffer, such as pPCMV .BEV.GFP.VEB discussed above. Ms. Bernard also started to clone
pCMV.cass, which is plasmid pEGFP-N1 except that the EGFP gcne sequence has becn
removed. We chose pCMV.cass as a basic plasmid cxpression cassette for future clones, and
to later make constructs such as pCMV.BEV.SV40L.VEB, which comprises a BEV
polymerase placed in the sense orientation to onc promoter and another BEV polymerase

placed in the antisense orientation to another promoter.

44. The February 18 — 20, 1998 entry demonstrates Ms. Bernard continued her work toward
making a BEV polymerase-GFP fusion construct. /d, at pages 40 — 41,

45. February 21 and 22 were Saturday and Sunday and the laboratory was closed,

46. The February 23 —~ 24, 1998 entry demonstrates Ms. Bernard continued the experiments
of the previous week. /d. at pages 42 — 45. Notably, she identifies the putative fusion clone
(#61). Id. at page 44,
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47. The February 25, 1998 entry demonstrates Dr. Rice designed the construct of
pCMV .Lac, the diagram of which is figure 25 of the ‘099 patent. Exhibit 8 at page 11. Dr,
Rice also designed the construet of pCMV.LAC].pla. 4. at page 12.

48.  On Fcbruary 26, 1998, under my and Dr. Rice’s direction, Ms. Bernard started to clone
pCR.BEV2, pCR.BEV] and pCR.BamGFPBgl by setting up PCR to amplify fragments for
the new constructs. Exhibit 7 at page 46. As previously mentioned, T wanted to obtain
PCR.BEV2 to make the constructs of our claims, including the plasmid pCMV.BEV.VEB
construct, which comprises an inverted palindrome of BEV under the control of one
promoter, and the plasmid pCMV.BEV.GFP.VEB, which contained an mverted palindrome
of BEV under the control of one promoter with GFP as a stuffer fragment. These constructs

correspond to at Icast claims 3 and 3, respectivcly.

49. On this same day, Dr. Rice designed the construct of pCMVLacl.OPRSV].cass, the
diagram of which is Figure 26 of the ‘099 patent. Exhibit 8 at page 13. On this same day Dr.
Rice also designed the construct of pCMVLac! . OPRSVL.GFP. /d. at page 14.

50. The February 27, 1998 entry demonstrates Ms, Bernard continued her cloning of
pCR.BEVZ, pCR.BEV3 and pCR.BamGFPBgl. Exhibit 7 at page 47. On this same day, Dr.
Rice designed the constructs of pCMVLacl.OPRSV1.GFP.cass and pCMV.TYRLIB, the
diagrams of which are figures 27 and 24, respectively, of the ‘099 patent. Exhibit 8 at pages
15— 16. Dr. Rice also designed the construct pCMVLac.OPRSVL.GFP.TYR. Jd. at page 17,

51. February 28 and March 1, 1998 were Saturday and Sunday and the laboratory was

closed.

52. The March 2, 1998 entry demonstrates Ms. Bemard continued her work to clone the
constructs of pCR.BEV2, pCR.BEV3 and pCR.BamGFPBgl. Exhibit 7 at page 48. On this
same day, Dr. Rice designed the construct of PCMV.TYR, the diagram of which is figure 23
of the ‘099 patent. Exhibit § at page 18.

53. The March 3 — 5, 1998 entry demonstrates Ms. Bernard continued her work to clone the
constructs of pCR.BEV2, pCR.BEV3 and pCR.BamGFPBgl. Exhibit 7 at pages 49 — 52,

368437201 14



87/83/2008 11:46 A733651699 INTEGRATIVE BIOLOGY PAGE 16

Application No. 90/007247 Docket No,: 023004.0103X1US
Amendment dated

Notably, Ms. Bernard confirmed the sequence of the clone on page 50 of the laboratory

notebook and the PCR screened the cloncs on page 51 — 52.

54. The March 5, 1998 entry demonstrates Dr. Rice designed the comstructs of
pCMV.0.SV40L.BEV, pCMV.OC.SV4A0L.VEB, pCMV.BEV.SV4QL.0,
pCMV.BEV.SV40L.R, pCR.BEV.1, PCR.BEV.2, pCR.BEV.3, pCR.SV40L, the diagrams of
which are figures 17, 18, 16, 22, 6 — 8 and 4, respectivcly, of the ‘099 patent. Exhibit 8 at
pages 19 — 22, 24 -- 29. On this same day, Dr. Rice also designed the construct of
pCR.Bgl.GFP.Bam. Jd. at page 23,

55. The March 6, 1998 entry demonstrates Ms. Bernard ligated the amplified fragment into
PPCR 2.1 to obtain pPCR2.1 EGFP. Exhibit 7 at pages 53 — 54. This was then cut with
BamH! and Bglll to provide a fragment, that was used to prepare a hairpin construct
pBEV2 EGFP.VEB2.

56. On this same day, Dr. Rice designed the constructs of pCMV cass, pCMV.SV40L cass,
pCMV.SVA40LR. cass, pPCMV BEV.SV40L.BEV, pCMV.BEV.SV40L.VEB, the diagrams of
which are figures 2, 5, 21, 19, and 20, respectively, of the ‘099 patent. Exhibit 8 at pages 29
— 33. On this same day, Rice also designed the construct of pCMV.BEV.SV40L.R cass,
pPEGFP.NIMCS. Jd. at page 34.

37, Wc were excited about the design of the plasmid pCMV.BEV.SV40L.VEB because this
plasmid comprises a BEV polymerase placed in the sense orientation to one promoter and
another BEV polymerase placed in the antisense orientation to another promoter. This
plasmid therefore is an isolated construct of at Icast claim 4, and indecd corresponds to Figure
20 of the ‘099 patent. To make this construct, we planned to make a pCMV.SV40L .cass
plasmid by sub cloning pCR.SVA40L into pCMV.cass, and then inscrt the BEV polymerase
from Ms. Bernard’s pCR.BEV.2 into the sense orientation to make pCMV.BEV,.SV40L.0.
The BEV polymerase from pCR.BEV.2 would then sub cloned into the antisense orientation
into the pPCMV.BEV.SV40L.0 to make pCMV . BEV.SV40L.VEB.
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58. In anticipation of making the pCMV.BEV.SV40L.VEB clone, on March 18, Ms.
Bemard started preparing the pCMYV cass construct. Exhibit 7 at page 66.

59. March 7 - 8, 1998 was a Saturday and Sunday and the laboratory was closed.

60. The March 9 — 11, 1998 entry demonstrates Ms. Bemnard prepared larger amounts of
DNA for mammalian cell transfections, including pEGFP.BEV1 and pEGFP-N1. Exhibit 7
at pages 55 - 60. Further, the MDBK cells were split in preparation for transformation on

Monday, March 9, 1998. Exhibit 9 at pagc 1.

61. The March 11, 1998 cntry demonstrates I transfected Mabin Datby Bovine Kidney
(MDEBK) endothehial cetls with the pEGFP.BEV.1 constructs. Exhibit 9 at pages 1 - 2.

62. The March 12 — 13, 1998 entry dcmonstratcs Ms. Bemnard and T continued our
respective cxperiments. /4. at 3; exhibit 7 at pages 61 — 62.

63. March 14 — 15, 1998 werc a Saturday and Sunday and the laboratory was closed.

64. The March 16, 1998 entry demonstrates Ms. Bemard obtained the putative clones for
pCR.BEV2 and pCR.BEV3. Exhibit 7 at page 63. On this day, I continued my transfection
experiment. Exhibit 9 at page 3.

65. The March 17, 1998 entry demonstrates Ms. Bernard confirmed the cloncs had the
proper insert. Exhibit 7 at page 64. As Ms. Bernard stated, the next experiments were to
sequence clones with universal forward and rcverse primers. /4. On this same day, T
conducted kill curves for the Mabin Darby Bovine Kidney cclls and started selection of

constructs. Exhibit 9 at page 4.

66. From March 18 - 19, 1998, Ms. Bernard confirmed the PCR.BEV2 and pCR.BEV3
clones by sequencing. Exhibit 7 at page 67. Further, Ms. Bernard prepared the pCMV .cass
construct. /d. at pages 65 — 66, 68.
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67. The March 20, 1998 entry demonstrates Ms. Bernard continued with transformation of
colonies. Jd. at page 68 The expression cassette pCMV.cass was later confirmed by
sequencing. On this same day, 1 continued my kidney cell transfection experiments. Exhibit

O at page 5.

68. After this reduction to practice, 1 filed a patent application in Australia that was the

basis for and was claimed as priority by the patent under reexamination.

69. 1 declare that all statements made of my own knowledge are true and all statements
made on information and belief T believed to be true. I make this declaration with the
understanding that willful false statements and the likc are punishable by fine or

imprisonment, or both (18 U.S.C. 1001) and may jeopardize the validity of the patent.

\ 1 Vet 200K

Michac] Graham Date
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