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8. (Original) The method of t~laim 1, further comprising refolding the protein to 

its native form after it is eluted. 

9. (Currently amended) A method of purifying a protein expressed in a non­

native limited solubility form in a non~manm1alian expression system 

compnsmg: 

(a) expressing a protein in a non-native limited solubility fom1 in a nonN 

mammalian cell; 

(b) lysing a non-mammalian ce!:I; 

(c) solubilizing the expressed protein in a solubilization solution comprising one 

or more of the .following: 

(i) a denaturant; 

(ii) a reductant; and 

(iii) a su.rfa.cta.nt; 

(d) forming a refold solution comprising the solubilization solution and a refold 

bnffer, the refold buffer comprising one or more of the .following: 

(i) a denaturant; 

(ii) an aggregation suppressor; 

(iii) a protein stabi1iz(.~r; and 

(iv) a redox component; 

(e) directly applying the refold solution to a separat1on matrix under conditions 

suitable for the protein to associate ·with the matrix; 

(f) washing the separation matrix; and 

(g) eluting the protein from the separation .matrix, wherein the separation matrix is 

a non-affinity resin selected from the group consisting of ion exchange, mixed 

mode, and a hydrophobic interaction resin. 

10. (Original) The method of claim 9, wherein the non~native limited solubility 

form is a component of an inclusion body, 

11. (Original) The method of claim 9, wherein the protein is a complex protein. 
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REMARKS 

Claims 1-4, 7-19 and 22-29 are currently pending. Claim 9 is herein a.mended to recite 

"directly" 1n step (e), Support for the amendment is found on page 23, line 4 of the 

specification. Claim 22 is herein am.ended to remove a paragraph notation. 

Claim Re·iections/Objecti911~'LW1tb~x~~11.fi1H.1 New Claim Objections 

Applicants acknowledge and appreciate withdrawal oftht~ claim objections and 

rejections as indicated in the office action of September 9, 2013. Claims 8, 24, and 26-29 

were newly objected to but would be allowable if rewritten in independent form. 

Double Patentin_g 

Claims 1-4 and 7 were provisionally rejel~ted on the gmund of nonstatutory 

obviousness-type douh!e patenting as being tmpatentable over claims 1-22 of copending 

Application No. 12/820,087. Claims 1-4, 7, 9-19, an<l 22 were r~jected on the ground of 

nonstatutory obviousness-type double patenting as being unpatentable over daims 1-22 of 

copending Application No. 12/820,087 in view of Fischer et al. Applicants wish to defer a 

substantive response on the merits until such time as allowable subject matter is indicated. 

35 USC §102 

Claims 9-15 and 17-19 were r~jected as being anticipated by Oliner et aL (US Pat No. 

7,138,370). Applicant;; have amended independent daim 9 from which claims l0-15 and 17-

19 depend. Claim 9 as amended recites at step ( e) "Qirectly applying the refold solution to a 

separation matrix." (emphasis added). As stated on page 23 ofthe specification~ m f.i]t is 

noted that when performing the method~ the refold solution comprising the refolded protein of 

interested is applled directly to the separation matrix, without the need for diluting or 

removing the components oftht.~ solution required for refolding the protein. This is an 

advantage ofthe disclosed method." Lines 3-6. Olim .. 'f et a1., in contrast, discloses that the 

solution comprising the refolded protein is subject to dialysis, precipitation, and 

centrifugation hefo.re being pH adjusted and loaded on the column. Therefore, Oliner et al. 

fails to teach each element of the claimed invention. Withdrawal of this ground of rejection is 

tht~refore courteously requested. 
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Claims 9-19 were rejected as being obvious over 01iner et aL (US Pat No. 7,138,370) 

in vie\v of Fischer etaL Claims 9~15, 17~19, 22-23 and 25 were r<.<,jected as being obvious 

over Oliner et aL in view of .Amersharn Bioscit.~nces. Claim 9 has been amended to recite 

"directly" applying the refold solution to a separation matrix. As stated previously, Olim.~r et 

aL does not teach applying the solution comprising the refolded protein \Vithout the need for 

diluting or removing components of the solution required for refolding the protein. Rather, 

Oliner ct aL discloses that the solution comprising the refolded protein is sul~ect to dialysis, 

precipitation, and centrifugation before being pH adjusted and loaded on the column. Thus, 

the claimed invention provides for a more direct and efficient means of purifying a protein 

which provides clear advantages over the prior art TI1e references of Fischer et aL and 

Amersharn Biosciences et al. do not, either alone or in combination with Oliner et at, teach or 

in any way suggest the unexpected advantages of the dain1ed method. Consequently, 

A.pplicants respectfully n.~quest \vithdrawa1 of this ground of rejection. 

The Commissioner is hereby authorized to charge any fees which may be required by 

the accompanying papers, or credit any overpayment to Deposit Account No. 01-0519. 
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