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or a physiologically acceptable salt thereof for the reduction ef the risk in the level of iron burden 

in the heart ef heart disease in heavily transfused patients ha¥iftg experiencing iron overload of 

the heart, slieh as i:A thalassemia er the like eemprising an effeetive ameoot ef deferiprene er a 

13hysielegieally aeeeptaele salt thereef said therapeutic amount being sufficient to tf0tK reduce 

iron burden in the heart and the resulting iron induced cardiac disease nermally esseeieted with 

iren e·,rerleeEl. 

11. (currently amended) A method of preventing the risk ef heart disease in heavily transfused 

patients ha¥iftg risking iron overload of the heart, s1:1eh es in tha-lassemia er the like comprising the 

administration of a therapeutically effective amount of deferiprone or a physiologically acceptable 

salt thereof sufficient to tf0tK prevent iron induced cardiac disease aeRHelly asseeiateEl '>'lith ifen 

e"'erleaEl. 

12. (currently amended) A method of stabilizing the risk ef heart disease in heavily transfused 

patients having iron overload, Slieh as in thalassemia er the like comprising the administration of a 

therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient 

to treat iron burden in the heart normally associated with induced cardiac disease aermally 

asseeieted with iree everleael. 

13. (currently amended) A method of reducing the risk ef the iron burden in the heart associated 

with heart disease in heavily transfused patients having iron overload, SliSR as ia thalassemia er the 

ttke-comprising the administration of a therapeutically effective amount of deferiprone or a 

physiologically acceptable salt thereof sufficient to treat reduce the iron burden of the heart 

normally associated with iron induced cardiac disease eeffftally asseeiated 'Nith irea everlead. 

18. (currently amended) A pharmaceutical composition for iron induced cardiac disease 

comprising a therapeutically effective amount of the iron chelator deferiprone or physiologically 

acceptable salt thereof for the prevention, treatment, or reversal of heart disease in heavily 

transfused patients he¥ffig risking or experiencing an iron overload condition of the heartl 

eemprisi:Ag an effeetive ame1:1at ef deferiprene er e physielegieelly aeeeptaele salt thereef said 

therapeutic amount being sufficient to prefereAtially reduce the iron stores in the heart and in 

eemparisea preference to the iron stores in less critical organs/tissue in the body. 

22. (currently amended) A method of treatinWf're•>'entie~er reversiag heart disease in a heavily 

transfused patient having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone, or a physiologically acceptable salt thereof 
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in order to prefereRtielly reduce the iron stores in the heart in eemplH'iseR preference to less critical 

organs/tissue in the body. 

23. (currently amended) A method of tTeatiawpreventinyer reversing heart disease in heavily 

transfused patients having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof 

to prefereatially re6tiee chelate the iron stores in the heart in eomparisoe preference to the iron 

stores in less critical organs/tissue in the body. 

24. (currently amended) A method of treatiawpreveatiawer reversing heart disease in heavily 

transfused patients having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof 

to prefereRtially reduce the iron stores in the heart in eemparisoa preference to the iron stores in less 

critical organs/tissue in the body. 

25. (currently amended) A method of treatment, prevention, or reversal of heart disease in a heavily 

transfused patient having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof 

for the direct prefereatial reduction/removal of. irea (fer enllffij3le intracellular iron~ stores in the 

heart. 

26. (currently amended) A method to prevent/treat/reverse the occurrence of iron-induced cardiac 

disease in heavily transfused patients with an iron overload condition seeh as tha:lessemia er the 

ltke, comprising administering to said patient a therapeutically effective amount of deferiprone or a 

physiologically acceptable salt thereof, wherein deferiprone's efficacy is cardio preferential when 

compared with its ability to lower total iron stores in the body. 

30. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 flH:thet: 

eefflprisiag the wherein eeti·1e ingreclieat deferiprone or a physiologically acceptable salt thereof~ 

administered orally for preventing the risk of heart disease in patients having iron overload. 

31. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fw:tftef 

eemprisiRg the wherein aetive iagreclieat deferiprone or a physiologically acceptable salt thereof~ 

administered orally for stabilizing the risk of heart disease in patients having iron overload. 
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32. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fHfthef 

eoffifJrisiag the wherein aeti'le iagredieat deferiprone or a physiologically acceptable salt thereof~ 

administered orallv for reducing the risk of heart disease in patients having iron overload. 

33. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fHfthef 

eoffifJrisiag E1B oml dosage foRH of wherein deferiprone or a physiologically acceptable salt thereof 

is present is an oral dosage form with other excipients. 

35. (currently amended) The method of claims 1, 2, I 1, 12, 13, 22, 23, 24, 25 and 26 fHfthef 

eOffifJAsi:Bg daily wherein the administration frequency to the patient of an amount of deferiprone 

or a physiologically acceptable salt thereof is daily and substantially in the range of up to 150mglkg 

to the f!atieRt. per kilogram of body weight. 

37. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fHfthef 

eoffiflriSif1g wherein the administration frequency to the patient of a 0aily dosage amount of 

deferiprone or a physiologically acceptable salt thereof is daily and substantially in the range of up 

to 125 mW-kg to the patieflt. per kilogram of body weight. 

39. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 ftH:thef 

eomprisiag wherein the administration frequency to the patient of a 0aily dosage amount of 

deferiprone or a physiologically acceptable salt thereof is daily and substantially in the range of 

25mglkg to 75m~g to the patient. per kilogram of body weight. 

41. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is 

administered in a manner selected from the group of intravenously, transdermally, rectally, orally, 

bucally, or aurally. 

43. (original) The method of claims 1, 2, 11 , 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is 

administered orally. 

45. (currently amended) The method of claims l , 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein the 

dosage form deferiprone or a physiologically acceptable salt thereof is in a sustained release 

formulation. 
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47. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone has 

a cardio preferred/selective function when compared to desferrioxamine or other alternative chelating 

agents utilized in patients suffering iron overload. 

49. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is 

administered in addition to desferrioxamine. 

51. (cancelled) 

52. (cancelled) 

53. (cancelled) 

54. (cancelled) 

55. (currently amended) The effeetive theFapeutie ameunt composition of claims 8, 9, 10 and 18 

fui:ther eomprisieg wherein said composition is administered to the patient daily adnMnislfatioa of 

an amel:lflt efdeferiproae er a physielegieally aeeeptaele salt thereof and substantially in the range of 

up to l SOmg/kg te the-patient-: per kilogram of body weight. 

56. (currently amended) The effeeti·1e tl=lerape1:1tie amelmt composition of claims 8, 9, 10 and 18 

hilther eemprisiag a<iministratiea of a wherein said composition is administered to the patient 

daily dosage amei:mt of deferipreee er a flhysielogieally aeeeptaele salt thereof and substantially in · 

the range of up to 125 mg/kg to t:he patie:at. per kilogram of body weight. 

57. (currently amended) The effeetive thera13e1:1tie amel:lflt composition of claims 8, 9, 10 and 18 

further eomprisiHg adm:ifl:istratie:a of a wherein said composition is administered to the patient 

daily elosage amoUHt of eleferiproHe er a pl=lysielogieally aeeeptaelo salt thereof,!!!!! substantially in 

the range of 25mg4Eg to 75mglkg to the patieat. per kilogram of body weight. 

58. (currently amended) The effeetive ther8f>eutie amel:lflt composition of claims 8, 9, 10 and 18 

wherein deferipre:ae the composition is administered in a manner selected from the group of 

intravenously, transdennally, rectally, orally, bucally, or aurally. 

59. (cancelled) 
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60. (currently amended) The effeeti·,ze taerQf3e1:1tie a.me1:1Rt composition of claims 8, 9, 10 and 18 

wherein the desage furai composition is in a sustained release formulation. 

61. (currently amended) The effeeti¥e them13e1:1tie a.me1:1At composition of claims 8, 9, 10 and 18 

wherein deferitireRe said composition has a cardio preferred/selective function when compared to 

desferrioxamine or other alternative chelating agents utilized in patients suffering iron overload. 

62. (currently amended) The effeetive thefQf3e1:1tie eme1:1At composition of claims 8, 9, 10 and 18 

wherein deferitireRe the composition is administered in addition to desferrioxamine. 
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REMARKS 

The Examiner states that the Abstract of the disclosure is objected to because it does not 

appear on a separate page without extraneous subject matter present. A revised abstract on a separate 

page is attached to this response for the Examiner's consideration. 

Claims l, 2, 8-13, 18, 25, 30-32, 33, 35, 37, 39, 45, 54, 55-59, 60 and 62 now stand rejected under 35 

U.S.C. 112, second paragraph, as being indefinite for allegedly failing to particularly point out and 

distinctly claim the subject matter which applicant regards as the invention. 

These claims therefore have been revised consistent with the Examiner's suggestions on pages 3 and 

4 of his report and full reconsideration is requested. 

With respect to claims 55, 56 and 57 applicants have amended these claims to more specifically 

identify that the composition is administered in the specified amount per kilogram of body weight of 

the patient. This approach further follows a well known convention present in the patent and peer 

reviewed literatures, for example in Hoffbrand cited by the Examiner. Full reconsideration is 

therefore requested. 

Applicant will now provide the Examiner with further general discussion and perspective 

information. In conditions of iron overload, such as those with the genetic blood disorder, 

thalassemia major, patients develop iron-induced organ damage as a result of chronic and frequent 

blood transfusions. Blood transfusions are necessary to sustain life because of the inability of the 

body to maintain an adequate hemoglobin level due to its defective formation and rapid degradation. 

However, the frequent blood transfusions (every 2-3 weeks), result in massive iron loading in the 

body, with a non-homogeneous distribution of the iron among the tissues. Typically, the liver will 

accumulate the most iron and various other organs, glands and other tissues much Jess. Animal 

studies suggest that the ratio of liver iron to heart iron per gram of tissue is approximately 10: l. Yet, 

the primary cause of death in patients with thalassernia is due to iron-induced heart disease, not liver 

disease, with about 70% of the patients dying from iron-induced cardiac disease. 

Deferoxamine was the first iron chelator to be approved for clinical use in conditions of iron 

overload. The chronic use of deferoxamine resulted in a substantive decrease in the total body 

burden of iron and a decrease in morbidity and a prolongation of life. The use of deferoxamine was 

reported to facilitate not only the removal of iron from the body, but also the survival without iron

induced cardiac disease (Olivieri NF, Nathan DG, MacMillan JH, et al. "Survival in medically 

treated patients with homozygous -thalassemia", N Engl J Med 1994;331:574-578). 
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One of the first well-described and detailed studies on the use of deferiprone in thalassernia patients, 

spanning a period of several years, was published in the New England Journal of Medicine in April 

1995 (Olivieri NF, et al "Iron-chelation therapy with oral deferiprone in patients with thalassemia 

major", 332(14):918-22). The article reported deferiprone reduced the total body burden of iron. as 

judged by liver iron concentrations and serum ferritin concentrations. The response of the patients 

led the author to conclude {precise wording: Our data provide direct evidence of the efficacy of 

deferiprone for the treatment of iro11 overload i11 patie11ts with tlialassemia major. Deferipro11e 

decreases body iro11 conce11tratio11s and mai11tai11s them at levels below those associated with the 

complications of iron overload). Although the use of deferiprone seemed to be a promising 

alternative to deferoxarnine to lower total body burden of iron, there was no evidence of a unique 

cardio protective effect. In fact, an accompanying editorial by Dr. David Nathan made it clear that, 

while the data were encouraging, the lack of evidence that deferiprone had any ability to remove iron 

from the heart and thus increase survival, raised questions as to its utility: "Not enough is known 

about the pharmacologic properties of deferiprone. Will the low levels of drug that remain in the 

plasma continue to chelate free iron and thereby protect heart-muscle membranes, or will the sma/J 

but highly toxic pool of free iron remain or return to high levels between doses to do its damage? 

Over time, will the drug's ability to be absorbed prove to be a two-edged sword because it can also 

permeate the cell membranes of vital organs such as the kidney, with toxic effects? " (Nathan D. G. 

A11 orally active iron chelator. N.E11glJ.Med. 332 (14):953-954, 1995). 

Subsequently, several articles appeared in the medical literature indicating that the use of deferiprone 

was less effe.ctive than the use of the other iron chelator, deferoxarnine, in removing iron from the 

body. This was assessed primarily by liver iron concentrations and, in some cases, by serum ferritin 

concentrations over time. Thus, it was expected that, on the basis of the ability to reduce the iron 

body burden alone, one would reasonably predict lesser benefit from deferiprone in terms of survival 

related to iron-induced cardiac disease. That is, if any potential cardio-protective effect was solely 

related to the ability of an iron chelator to remove iron from the body, as was understood to be the 

case for deferoxarnine, then deferiprone should have less effect than deferoxamine as a cardio

protectant. 

In 1998 (Olivieri N. F., B11ta11y J., Te111pleto11 D. M., and Britte11/ia111 G. M. Cardiac Failure and 

Myocardial Fibrosis in a patie11t with Tliallassemia Major (TM) Treated with Long-Tem 

Deferipro11e. Blood 1998; 92:532a.) this same author published a report at the annual meeting of 

ASH, that she believed deferiprone had been responsible for the decline in the cardiac function of a 

patient and that this decline was associated with myocardial fibrosis as well. Clearly, the only 

evidence that had been in the literature at that time, suggesting, if at all, that there might be some 
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benefit of deferiprone affecting the heart, was clearly rejected by the very person who published that 

information and in 1998 she had come to the conclusion that the opposite was the case. 

The data that provided the evidence of the preferential cardio-protection of deferiprone was the work 

that Applicant conducted in Torino, which formed the basis for this application, to evaluate the 

response of all patients in the same center treated by the same clinical team in the same manner with 

the exception that some patients received deferiprone and some deferoxamine. That study revealed 

that there was a preferential effect in the deferiprone-treated patients in protecting the heart, both 

from iron-induced cardiac disease as well as survival, that could not be explained by the removal of 

iron from the body alone. That is, the patients receiving deferiprone did not excrete more iron from 

the body than did patients receiving deferoxamine, yet clearly there was a preferential cardiac benefit 

in deferiprone-treated patients. These data clearly demonstrate that there was a direct benefit to the 

heart obtained from using deferiprone that was not simply due to the removal of iron from the body, 

and was not predictable based on the potency of deferiprone compared to deferoxamine. 

It has been reported that increased iron overload results in an increase in iron-induced cardiac 

damage. It has also been reported that the removal of iron from the body is likely to decrease that 

risk. Thus one reasonably should conclude that an iron chelating agent which induces a greater 

elimination of iron from the body, should also exhibit a greater decline in the risk of iron-induced 

cardiac damage. That, however, is not the case with deferiprone. The decline in body iron burden 

with this drug compared to deferoxamine. as evidenced by changes in liver iron concentrations. the 

most extensive site of iron storage in the body, would predict that deferoxamine would have had a 

greater cardio-protective effect than deferiprone. Since these data from the Torino study demonstrate 

exactly the opposite effect, one can only conclude there is a preferential effect of deferiprone, not 

predicted by the removal of iron from the body alone. Thus the discovery is unpredicted from the 

literature. 

Claims 8, 9, 10, 18, 51-59 now stand rejected under 35 U.S.C. 102(b) as being allegedly anticipated 

by any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. "U") or Hoffbrand et al. (Examiner 

cit. Ref. "V") who each purport to teach as alleged by the Examiner, an effective therapeutic amount 

of deferiprone at a dosage of 75mg/kglday. 

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49 and 51-62 now stand rejected under 

35 U.S.C. 103(a) as being allegedly unpatentable over Lai (US Patent No. 5,922,761) who purports to 

teach methods for the reduction of free iron levels in a subject in which a dithiocarbarnate containing 

composition iron chelator is administered, but not deferiprone. 
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Before commencing any rebuttal with reference to any alleged prior art issues the Examiner is 

respectfully directed towards the following exerpted case law from which Applicant will draw 

liberally. 

ANTICIPATION 

The following excerpts of U.S. case law represent Applicant's understanding of the test for novelty 

and obviousness. 

In Hybritech Inc. v. Monoclonal Antibodies. Inc., 802 F.2d 1367, 231 U.S.P.Q. 81, 90 (Fed. Cir. 

1986) ("It is axiomatic that for prior art to anticipate under § 102 it has to meet every element of the 

claimed invention, and that such a determination is one of fact."). 

In re Donohue, 766 F.2d 531, 226 U.S.P.Q. 619, 621 (Fed. Cir. 1985) ("an anticipation rejection 

requires a showing that each limitation of a claim must be found in a single reference, practice, or 

device."). 

In Atlas Powder Co. v. E.I. du Pont De Nemours & Co., 750 F .2d 1569, 1574, 224 U.S.P.Q. 209, 411 

(Fed. Cir. 1984) ("exclusion of a claimed element from a prior art reference is enough to negate 

anticipation by that reference"). 

In Tights, Inc. v. Acme-McCrary Corp., 541, F.2d 1047, 191 U.S.P.Q. 305 (4th Cir. 1976); Saf-Gard 

Prods .. Inc. v. Service Parts. Inc., 532 F.2d 1266, 190 U.S.P.Q. 455 (9th Cir. 1976); Shanklin Corp. v. 

Springfield Photo Mount Co., 521 F.2d 609, 187 U.S.P.Q. 129 (1st Cir. 1975) ("To anticipate under 

section 102, a prior art reference must disclose all the elements of the claimed invention or their 

equivalents functioning in essentially the same way."). 

In re Beno {1985) 768 F.2d 1340, 226 U.S.P.Q. 683 (Fed. Cir. 1985) a prior art patent or published 

application is a reference only for that which it teaches. 

/11 re Sun, 31USPQ2d 1451, 1453 (Fed. Cir. 1993) (unpublished) 

Under section 102(b), anticipation requires that the prior art reference disclose, either expressly or 

under the principles ofinherency, every limitation of the claim .... 
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But to be prior art under section 102(b), a reference must be enabling .... That is, it must put the 

claimed invention in the hand of one skilled in the art ... . The examiner bears the burden of 

presenting at least a prima facie case of anticipation. 

Hellfu: Ltd. v. Blok-Lok, Ltd., 54 USPQ 2d 1299, 1304 (Fed. Cir. 2000) 

"[E]ven if the claimed invention is disclosed in a printed publication, that disclosure will not suffice 

as prior art if it was not enabling." Donohoe, 766 F.2d at 533, 226 USPQ at 621. 

In re Wilder, 166 USPQ 545, 548 (C.C.P.A. 1970) 

Simply stated, a prior publication or patent description will be considered as anticipatory when its 

disclosure is at once specific and enabling with regard to the particular subject matter at issue .... 

However, such disclosure may yet be held not to legally anticipate the claimed subject matter if it is 

found not to be sufficiently enabling, in other words, if it does not place the subject matter of the 

claims within "the possession of the public." 

Ciba-Geigy Corp. v. Alza Corp. , 37 USPQ 2d 1337, 1341 n.3 (Fed. Cir. 1995) (unpublished) 

An anticipatory reference must be enabling, see Akzo N. V. v. United States Int'/ Trade Comm'n, 808 

F.2d 1471, 1479, 1 U.S.P.Q.2D (BNA) 1241, 1245 (Fed. Cir. 1986), cert. denied, 482 U.S. 909, 96 L. 

Ed. 2d 382, 107 S. Ct. 2490 (1987), so as to place one of ordinary skill in possession of the claimed 

invention. In re Spada, 911 F.2d 705, 708, 15 U .S.P.Q.2D (BNA) 1655, 1657 (Fed. Cir. 1990); see 

Seymour v. Osborne, 78 U.S. 516, 555, 20 L. Ed. 33 (1870) ("The knowledge supposed to be derived 

from the publication must be sufficient to enable those skilled in the art or science to understand the 

nature and operation of the invention."). 

OBVIOUSNESS 

The traditional test enunciated in Graham vs. John Deere Company 383 U.S. 1, 148 U.S.P.Q. 459 

1966, for Section 103 nonobviousness requires the fact finder to make several determinations. The 

test provides that the scope and content of the prior art be determined, the differences between the 

prior art and the claims at issue be ascertained, and the level of ordinary skill in the pertinent art be 

resolved. Thus, the patentability of the claims at hand must stem from the fact that the specific 

combination of the claimed elements was not disclosed in the prior art and the additional allegation 

that the specific combination of claimed elements was nonobvious to one of ordinary skill in the art. 
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Clearly, the prior art does not suggest or provide any reason or motivation to make such a 

modification as purported by the Examiner. With reference to In Re: Regal, 526 F. 2d 1399, 1403 n. 

6, 188 USPQ 136, 139 n. 6 (CCPA 1975). 

"There must be some logical reason apparent from positive, concrete evidence of 

record which justifies a combination of primary and secondary references". • 

In Re: Geiger, 815 F. 2d 686, 688, 2 USPQ 2d 1276, 1278 (Fed. Cir. 1987) (obviousness can not be 

established by combining pieces of prior art absence . some "teachings, suggestion, or incentive 

supporting the combination"): In Re: Cho. 813 F. 2d 378, 382, 1 USPQ 2d 1662, 1664 (Fed. Cir. 

1987)("discussing the Board's holding that the artisan would have been motivated to combine the 

references"). 

Therefore, it Applicant's view there is no evidence of motivation in the prior art, either within the 

references themselves, or knowledge generally available to one of ordinary skill in the art, to make 

the purported changes suggested by the Examiner to arrive at the claimed subject matter. 

Respectfully, the Examiner is creating a 20/20 hindsight reconstruction using Applicant's invention 

as a blue print to allegedly find elements of Applicant's combination in the prior art. This is not 

permissible as set out below. 

In re Oetiker, 24 USPQ 2d 1443, 1446 (Fed. Cir. 1992) 

The combination of elements from non-analogous sources, in a manner that reconstructs the 

applicant's invention only with the benefit of hindsight, is insufficient to present a prima facie case of 

obviousness. There must be some reason, suggestion, or motivation found in the prior art 

whereby a person of ordinary skill in the field of the invention would make the combination. 

(emphasis added)That knowledge can not come from the applicant's invention itself. 

ATD Corporation v. Lydall, J11c. , 48 USPQ 2d 1321, 1329 (Fed. Cir. 1998) 

Determination of obviousness can not be based on the hindsight combination of components 

selectively culled from the prior art to fit the parameters of the patented invention. There must be a 

teaching or suggestion within the prior art, or within the general knowledge of a person of 

ordinary skill in the field of the invention, to look to particular sources of information, to select 

particular elements, and to combine them in the way they were combined by the inventor. 

(emphasis added) 
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In Re: Fritch, 23 U.S.P.Q. 2d 1780 (Fed. Cir. 1992) 

"Wilson and Hendrix fail to suggest any motivation for, or desirability of, the changes espoused by 

the Examiner and endorsed by the Board. Here, the Examiner relied upon hindsight to arrive at the 

detennination of obviousness. It is impermissible to use the claimed invention as an instruction 

manual or "template" to piece together the teachings of the prior art so that the claimed 

invention is rendered obvious (emphasis added). The court has previously stated that "( o ]ne cannot 

use hindsight reconstruction to pick and choose among isolated disclosures in the prior art to 

deprecate the claimed invention." 

Applicant's will now address the anticipation rejections by reviewing the alleged prior art documents 

and specifically what each of Olivieri, Hoffbrand (Ref. "U") or Hoffbrand (Ref. "V") teach. 

Referring to Olivieri, document U or document V, the Examiner respectively is advised that reaching 

general conclusions to support an alleged position of anticipation is insufficient when the overall 

teachings of the document are clear, and sadly lacking. 

Reference is now made to Olivieri, et al "Reduction of tissue iron stores and nonnalization of serum 

Jerri/in during treatment with the oral iron chelator deferiprone in thalassemia intennedia", 1992 in 

Blood, Vol. 79. The Examiner is not, respectfully, looking at the overall teachings thereof. The 

reference makes some general comments with regard to slight improvements over a nine month 

period in a patient with thalassem.ia intermedia, and on page 2744 at the bottom thereof, there is 

discussion that before Ll therapy there was an abnormal resting electrocardiogram and the various 

heart functions, and then after nine months ofLl therapy a comparison was made to those rates. It is 

stated that the abnormalities of the right ventricular dilatation and abnormalities in diastolic function 

did not change during Ll therapy except for a slight improvement in atrial contribution. This 

reference therefore suggests that it would be worthwhile to pursue, in spite of the complications 

inferred in the paper, the warranted use of Ll as a therapeutic option in patients with thalassemia 

intennedia having iron over-load. There is only discussion of mild improvement in the heart 

performance, but there is no discussion of the unexpected advantages pointed out in Applicant's 

disclosure that deferiprone is 4 times more effective than deferoxamine in managing cardiac 

problems in patients with thalassem.ia. Please note that the author of this reference in further study as 

supported in the prior discussion in, the reference from 1998 to Olivieri, et al changed her position 

with respect to the efficacy of deferiprone, in that it "May not provide adequate sustained control of 

body iron in a substantial proportion of Cooley's anemia patients." 
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The question therefore remains, what therefore would be the state of the art; the submissions in 1992 

reference or those in the 1998 reference by the same leading author. 

Referring again to Olivieri it is clear that Olivieri particularly refers to a reduction in tissue iron 

stores and normalization of serum ferritin concentrations. The reference teaches that there was a 

dramatic improvement in signal intensity of the liver with respect to MRI results but only mild 

improvement for the heart. The report therefore provides "the first report of normalization of serum 

ferritin concentration in parallel with demonstrated reduction in tissue iron stores as a result of 

treatment with LI" . Clearly Olivieri refers to a reduction in tissue or body iron in serum ferritin 

levels and specifically the liver for only one individual and yet pointing to only mild improvement 

for the heart. 

Referring now to document "U" namely Hoffbrand, 1997, clearly the Examiner has read more into 

the teachings of Hofibrand than that which is present. The Examiner erroneously assumes that 

reducing body iron stores generally will reduce those in the heart. Hofibrand clearly states that 

deferiprone is capable of maintaining body iron stores at safe levels and that trials had been 

conducted to increase the dosages of deferiprone in order to achieve lower body iron burden in these 

patients. Clearly therefore Hoffbrand in 1997 did not appreciate the fact that deferiprone in fact 

would not necessarily decrease body iron burden in patients and even if it did there was no 

expectation that this might in fact relate to significant improvement in cardiac iron burden. In fact in 

document "U" Hoffbrand concludes that patients with cardiomyopathy due to iron overload should 

be given intravenous DFX rather than deferiprone. Hoffbrand therefore clearly points towards 

desferroxamine as opposed to deferiprone in the teachings of document "U" for patients experiencing 

cardiac problems. 

Referring now to document "V" also to Hoffbrand, again there is a discussion referring to total iron 

loading in the body. Hoffbrand focuses on the serum ferritin levels and concludes that there is no 

overall significant change therein or in urine iron excretion. Hoffbrand therefore says that the results 

therefore imply that there is no overall change in iron stores with respect to the iron chelator 

deferiprone. He however makes no conclusion with respect to the heart in this regard but merely 

states that the iron status is maintained. 

Neither reference "U" or "V" therefore can be considered as anticipating the present claim set since 

Hofibrand does not even consider the impact on the heart nor the cardio selective and preferred and 

protective effects of deferiprone. He does not even recognize this fact although he considers body 

iron is maintained. No where within either reference nor in Olivieri is there discussed the fact that in 

spite of the fact that serum ferritin levels may not have changed, or that the overall body iron has 
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changed nor that serum ferritin levels might have been maintained, nor the urinary iron excretion is 

significantly different, that deferiprone works in a different way than desferroxamine and that these 

body iron level indicators do not impact upon the cardio preferential action of deferiprone as 

Applicant has discovered. 

In order for a reference to anticipate it has to meet each and every element of the amended claims 

that is say each limitation of the claim must be found in a single reference and functioning in 

essentially the same way. 

Clearly however none of Olivieri, Hoffbrand (Ref. "U'') or Hoffbrand (Ref. "V") are enabling with 

respect to any anticipation rejection purported by the Examiner in that they do not teach the 

following: 

8. A pharmaceutical composition for iron induced cardiac disease comprising an 

effective therapeutic amount of the orally administered iron chelator deferiprone or a 

physiologically acceptable salt thereof for the prevention of heart disease in heavily 

transfused patients risking an iron overload condition of the heart, said therapeutic amount 

being sufficient to prevent further iron accumulation in the heart associated with iron 

induced cardiac disease. 

It is therefore suggested that none of the references refer to the therapeutic value of deferiprone with 

respect to preventing iron accwnulation and further iron accwnulation in the heart associated with 

iron induced cardiac disease. The limitations of for example, claim 8 as stated above are not found in 

any of the references of Olivieri, Hoffbrand (Ref. "U'') or Hoffbrand (Ref. "V"). None of the 

references teach this specific combination related to an iron overload condition of the heart. 

Out of an abundance of caution should the Examiner allege that docwnents of Olivieri, Hoffbrand 

(Ref. "U") or Hoffbrand (Ref. "V") might render the claims obvious to those skilled in the art 

applicant suggests that there is no motivation within the teachings of any of the above-mentioned 

three references to arrive at Applicant's claim 8 as above or any of the other rejected claims as 

amended above and provided in Applicant's response. The claims have sufficiently been amended 

namely claims 8, 9, 10, 18, and 51-59 so as to clearly distinguish over the prior art and any possible 

obviousness rejection the Examiner might make. 

Refening to the traditional test in Graham v. John Deere Company for obviousness Applicant has 

determined the scope and content of the prior art and provided and set out the differences between 

the prior art and the claims at issue. The clear conclusion following this case therefore is that the 
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claims are patentable which stems from the fact that the specific combination of the claimed elements 

was not disclosed in either of Hoffbrand, Olivieri namely Hoffbrand (Ref. "U" or "V") and that the 

specific combination was nonobvious. Clearly there is no motivation from the art to arrive at 

Applicant's teachings set out in the amended claims set out above. Clearly the references do not 

teach Applicant's claims nor were the claims apparent to one skilled in the art when considering the 

state of the art at the date prior to Applicant's discovery. 

Referring now to the Examiner's alleged 35 U.S.C. 103(a) rejections for the above-mentioned claim 

set over Lai (US Patent 5,922,76i) respectfully Applicant fails to see the relevance of said '761 

Patent referring to dithiocarbamate as a chelating agent. Clearly the Examiner has realized the 

difference as stated that Lai does not teach deferiprone compositions. However the Examiner states 

that a skilled person would consider this difference obvious and refers to the teaching of specifically 

column 3, line 24-34 of the '761 reference found in the background of the invention. At this 

particular point in the reference it is stated that: 

31ll related CX)mpciunds are otalli a.viiilible iiOD cbclatofi, 
~prom$ io imploviag iB quality of life in 9a1icnts 
with thalwcmia (si», !or cxampt, Olivieri et al., i.o DNgs 
lbd.ay 28(~ppt A~ 123-132 (1992)) and itc-UD!atuid mlJri. 
tis (see, fut etampte, Vmlgdcnbil ct al., io IMtd 2.:1398-9 
(1989)). 1~~-evcr, the roajof &do ~irc.c~ of Ll therapy 
incl* mycloouppression, ft~ aOll maternal embryo 
and tcrato•Dic toxicity, wbicb scvc~Jy limiw the potCati~ 
clinical applicuions thereof (sec, for exampJc, 
KontogbioJSbes, in /I'll. J. llmratol. 55:27-38 (1992)~ 
. R•tly,lelll.187hlsbeendca;i01$tlkd tobocffective 

Clearly the Examiner has misread the reference in trying to state that the use of dithiocarbamate 

based formulations and deferiprone are interchangeable. Clearly this is not the case from the '761 

Patent at all and specifically Lai has stated that there is a need in the art for a new class of iron 

chelators that is capable of removing free iron ions from body fluids without effecting the normal 

cellular iron metabolism. Lai states that one normally supplements zinc in patients chelated with 

deferiprone. However no demonstrated understanding of the cardioprotective benefits of 

dithiocarbamate is taught in order to protect the heart. Most assuredly, this being the case, there is no 

motivation to use deferiprone in this regard from the teaching of Lai. Clearly therefore Lai does not 

even understand Applicant's invention or discovery with respect to the cardio preferential action of 

deferiprone. This teaching is not found within Lai nor within any of the other prior art of which 

Applicant is aware. Although one skilled in the art might be motivated to consider use of deferiprone 

as an iron chelator (with no admission that this is the case) as Lai has suggested it in the backgroWld 
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of his invention, they clearly would not understand the cardio preferential value of deferiprone for a 

heavily transfused patient, such as those suffering from thalassemia. Further there is no motivation 

within the references cited by the Examiner that teaches the use of desferroxamine and deferiprone 

together nor deferiprone in a sustained release fonnulation. 

Respectfully the Examiner is creating a 20/20 hindsight reconstruction using Applicant's invention as 

a blueprint to allegedly find Applicant's elements in the prior art which is not permissible. See in re 

Oetiker and ATD Corporation v. Lyda!!, Inc. 

Clearly therefore as set out below in claim 1: 

A method of treating iron induced cardiac disease in a heavily transfased patient 

experiencing an iron overload condition of the heart, said method comprising 

administering to the heavily trans.fused patient a therapeutically effective amount of 

deferipro11e or a physiologically acceptable salt thereof srifficient to stabilizelreduce/iro11 

accumulation in the heart resulting from being heavily transfased and preventing farther 

iron accumulation in tlze heart normally associated with iron induced cardiac disease. 

nothing within Lai teaches the above-mentioned method. There is no motivation in Lai to do so nor 

would it be apparent to one skilled in the art. One skilled in the art in reading Lai would have to take 

a gigantic leap to arrive at Applicant's amended claim set. 

Full reconsideration is respectfully requested. 

However, referring to the present disclosure, Applicant has clearly statistically verified the 

unexpected and surprisingly profound discovery contrary to the references cited by the Examiner 

which may be considered as only helpful that deferiprone in spite of varving serum ferretin levels has 

a cardio selective and preferred chelating function when compared to desferroxamine in spite of the 

lack of significant differences between the two chelators in a reduction in overall iron excretion. 

Deferiprone appears to have a preferred or preferential effect on the heart than other organs and 

overall body iron. This has been definitively proven in the clinical study within the present patent 

application. Although the prior literature does suggest that both desferroxamine and deferiprone 

eliminate iron from the body, it is clear from the comparison with desferroxamine in the present 

application in the clinical studies that DFO's effect on the heart is secondary compared to the overall 

body, the liver, and possibly the blood. The data reveals that iron induced heart disease occurs even 

in patients who are compliant with desferroxamine and even for those who do not have high levels of 

total body iron as assessed by serum ferretin or liver iron concentrations. It has thus become evident 
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that lowering of the total body iron alone is insufficient to protect against iron induced heart damage. 

Applicant had listed many references in its extensive list of references 1 through 62 m the 

background of the invention and stated that there are more than 250 articles in the peer reviewed 

literature which refer to deferiprone, and 48 of which present data on the use of deferiprone in 

patients with iron overload. However, in Applicant's opinion there is no literature that demonstrates 

that deferiprone has a greater cardio protective effect than desferroxarnine or that it might have 

activity beyond its general ability to reduce the total body iron load, and benefit to heart function. 

Applicant's have discovered that the administration of effective amounts of deferiprone results in 

patients being at less risk of developing cardiac disease than a patient treated with desferroxarnine. 

Deferiprone preferentially reduces the iron stores in the heart in comparison to the iron stores in less 

critical organ/tissue in the body. Deferiprone's efficacy is cardio preferential when compared with its 

ability to lower total iron stores in the body. 

Applicant has proven statistically the unexpected result discussed above that deferiprone can remove 

iron from the iron overloaded heart to a greater extent than what would be expected from the clinical 

studies conducted. 

Th.is specification teaches an even greater protective effect than could be expected from overall body 

iron reduction alone. Clearly, there is no discussion in the prior literature with regard to the 

preference of deferiprone to the iron stores in the heart as set out in many of the claims with 

Applicant's claim set. 

Clearly, therefore the afore-mentioned references do not anticipate nor render obvious any of claims 

1 through 62 in spite of the Examiner's incorrect assertions. Applicant's results are contrary to the 

conclusion in the art. They are unexpected and surprisingly contrary to the art. 

If the Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414 at his 

convenience. 

Neil H. H s, P. ng. 
Registrati No. 33,636 
Agent for the Applicant 

NHH/lvp 
Enclosures 
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ABSTRACT 

A method of treating iron induced cardiac disease in a patient with iron overload, 

such as in thalassemia or the like comprising administering to the patient a 

therapeutically effective amount of deferiprone or a physiologically acceptable salt 

thereof sufficient to treat iron induced cardiac disease normally associated with iron 

overload. 
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UNl~D STATES PATENT ANO TRADEMARK OFPIC~ 
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Notice of Non-Compliant Amendment (37 CFR 1.121) 

The amendment document filed on r 3 (,i-u (!.._is considered non-compliant because it has failed to meet the requirements of , 
37 CFR 1.121, as amended on June 30, 2003 (see 68 Fed. Reg. 38611, Jun. 30, 2003). In order for the amendment document lo 
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0 1. Amendments to the specification: 

0 

D 

0 A. Amended paragraph(s) do not include markings. 
0 B. New paragraph(s) should not be underlined. 
D C. Other 

---------~---------------------

2. Abstract 
D A. ·Not presented on a separate sheet. 37 CFR 1.72. 
0 B. Other -------- ---- - - - --- - ---- - - ------
3. Amendments to the drawings:-------------- - ----...,.......------

r endments to the claims: 
A. A complete listing of all of the claims is not present 
B. The listing of claims does not include the text of all claims (including wiUtdrawn claims) 

D C. Each claim has not been provided with the proper status identifier, and as such, the individual status of each 
claim cannot be identified. 

0 D. The claims of this amendment paper have not been presented in ascending numerical order. 

0 E. Other:------- - - - - ------ --- --- --- - --

For fu.rt11er explanation of the amendment fomutt required by 37 CFR 1.121, see ?v!PEP Sec. 714 and the USPTO website at 
http;J/www.uspto.gov/web/offices/pac/dapp/opla/preognotice/officeflyer.pdf . · 

If the non--compliant amendment is a PRELIMINARY AMENDMENT, applicant is given ONE MONTH from the mail date of 
this letter to supply the corrected section which complies with 37 CFR 1.121. Failure.to comply with 37 CFR. 1.121 will result in 
non-entzy of the preliminary amen.clment and examination on the merits will commence without consideration of tlte proposed 
changes in the preliminary amendment(s). This notice is not an action llllder 35 U.S.C. 132, and this ONE MONTH time limit 
is not extendable. 

If the non-compliant an1enclment is a reply to a NON-FINAL OFFICE ACTION (including a submission for an RCE), and 
since the amendment appears to be a bona fide attempt to.be a reply (37 CFR l.135(c)), applicant is given a TIME PERIOD of 
ONE MONTII from the mailing of this notice within which to re-submit the corrected section which complies with 37 CFR 1.121 
in order to avoid abandonment. EXTENSIONS OF THIS TIME PERIOD ARE AVAILABLE UNDER 37 CFR l.136(a). 

If the amendment is a reply to a FINAL REJECTION, this form may be an attaclunent to an Advisory Action. The period for 
resoonse to a final rejection continues to run from tlte date set in the final rejection, and is not affected by the non-compliant 
status of the amendment. · 

. (_i . ' /.' ~ ; 
J!!, .r.£..4-/,/')?~-f...f LA{ -

Legal InstrumentS.Examiner (LIE) Telephone No . . 
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PQpcrNo. 
Notice of Non-Compliant Amendment (37 CFR 1.121) 

Tho amendment document filed on 7' &rod is considered non-oompHant becauso it has failed to meet the requirements of 
37 c.FR I.121, as amended on Jwie 30, 2003(8le 68 Fed Reg. 38611, Jun. 30, 2003). In order for the amendment document co 
be compliant. coaection of the following ilem(s) is required. Onl)' the corrected section of the non-cOJUpllant amendment 
document mwt be re.mbmttted (In Its enarety)t e.~,.,ihe entire .. Amendments to the claim1" section of applicant's 
amendment document must be re-submiCWd. 37 CPR l.121(h). 

TEm FOLLOWING CHBCKBD (X) ITEM($) CAUSE THB AMBNDMBNT DOCUMBNT TO BB NON-COMPLlANT: 
CJ l. Amendments lO the specification: · 

0 A. Amended paragi:aph(s) do not include .marldngs. 
0 B. Now paragraph(s) shaul.d not be underlined. 

0 C.Other _____ ~-------------------~-------~---~ 
0 2. Almraot: 

0 A:Notpresented onasepamt.c sheet 37CFR1.72. 

D a.o~q·~-----------------------------------------------

0 3. Amendments to the drawbtgs: -------------------,-------

il) 4. Amendments to the claims: 
{ - rA A. A oomplcto listing of AU of the cJaim.s is not pRseDt 

t5 B. The listing of clahns docs not include the text of all claims (including withdrawn claims) 
D c . .Bach claim has not been provided with tho proper status identifier, and as such. the individual status of each 

claim cannot be identified. 
0 D. The claims of this amendment paper have not been presented in ascending numerical order. 
0 B.Oth~: ~----~-------~-~-------~------~------~ 

For further explanation of the amendment format required by 37 CFll l .121. see MPBf> Sec. 714 and the USPTO website at 
hUp~ umto.gov/web/¢fiAAt!lpatldapp/oplalptAA@notice/officeflwr.pdf. · · 

If the non-compllanl amendment is a PRELIMINARY AMENDMENT, applicant is given ONB MONTH from the mail date of 
this letter to supply the corrected section which complitJi with 37 CFR. l.121. Palluro.to comply with 37 ~ 1.121 will muh in 
non-entry of the preliminary amen,dment and examination on the nu:rits will commence without consideration of the pro.Posed 
changes in the preliminary amendment(s). This notice is not an action tmdar 35 u.s.c. 132, and dill om MONTH time limit 
la not eitendable. 

If the non-compliant amendment is a reply to a NON-FINAL OFFICE ACTIO:ti (iacluding a mbm!Bsion for an RCE), and 
since the a!llcndment a~ to be a bonajldt1 attempt to.be a reply (37 CP.R l.13S(o)), applicant is givcm a TIMB PBRIOD of 
ONB MONTH from the mailing of this-notice witllin which to re·submit the couected section which complie9 with 3? CFR 1.121 
in ordor to avoid abandonment EXTENSlONS OF THIS TIME PERIOD ARE AVAILABLE UNDER 37 CBR l.l36(a). 

If tile amendment is a reply to a li'INAL Rlt.ntCl'ION, ~form may be an Rttaohment to an Adviao:y Ac:tioa. 'llts pcriqilJgr 
MJ!n.se to a final reiefdon cpntinnrui ta nm from the date set ln the final refectio~ and is not affected by the non-oompliant 
status of the amet\dmant. · 

[k4;4~~ 
Legal Instnunentt.Bxaminer (LIB) 

571;-;? 2.:2-<JS'a f 
Telephone No . . 

Rev. 10/03 
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IN THE CLAWS 

1. (currently amended) A method of !?eating iron induced cardiac clisease in a h_eavily tnln•faod 

patient emerJencing an w!ffl iron overload condjtjon pf.the heart, stteh a& in ttie1assemifl er the like 

said methgd comprising administering to the heavily transfused patient a therapeutically effective 

amount of dcfcriprone or a physiologfcally acceptable salt thereof sufficient to sttbtll7.e/reduce/fron 

accumulatjop jg the heart reRulting from being heavily tranafuetd nnd prevcntinc further iron 

ascumulatfon fn the bent normaUy associated with ft'eet iron induced cardiac disease 11emially 

aeeeeiated wiili ires B'l'efleatl. 

2. (currently amended) A method of preventing iron indlKiCd cardiac disease in a llcavtly trans{ysed 

patient aperiencina: an with iron overload condition of the bent 11\leh as iR th.Wwise~a er &lw &ila 

11afd method comprising administering to the heavily transfult!d patient a therapeutically effective 

amount of deferiprone or a physiologically acceptable salt thereof sufficient to prevent (urtber Iron 

accumulation in the heart normally associated with 9'eel iron induced cardiac disease 90RMlly 

esseeialed with irae er.<9fleeEI. 

3~ 7 (cancelled) 

8. (currently amended) :AB A pharmaceutical compos1tion for Iron induced cardiac disease 

comprilifng an effective therapeutic amount of the orally adminfd~red iron cheJator doferiprone 

or a physiologically acceptable salt thereof for the prevention of the Fisk ef heart disease in heavily 

transfused patients ~ risking an iron overload condition of the heart, Slieh M ifl thalasseftl!a 

er tho like, eemprisiftg aa emeth•e emel:tftt efEJereApffiRB er a p~&kelegieall,· aeeept&ble salt thereef 

said therapeutic amount beln& sufficient to ~t prevent further iron accumulatio1' In the heart 

associated with iron induced cardiac disease nei:mally asse6.i&tea with ife& evarlea!l. 

9. (currently amended) Aft A pharmaceutical composition for iron Induced cardiac disease 

comprbllng an effective theropcutic amount of the orally administered iron cbelator deferiprone 

or a physiologically acceptable salt thereof for the stabilization of the A9k ei heart disease in ~ 

transfused patients ~ experiencing iron overload of the heart, s1;1sh as iR lhalassemia er the 

like ee~risiag an effeeiive ameuftt ef elerefi~ee er a ~h)'SielegieeUy aseept~le salt UieFeef W!!, 

therapeutic amount being sufficient to stabilize iron accumulation in the heart and prevent 

further jro9 ru:sumulation in the helll't assoalated with ~ iron induced cilrdiac disoase Bef'ffl&lly 

asseeiated w4th ireR e¥efleae. 
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10. (currently amended) AR A pharmaceutical cgmpositfon for Iron induced cardjac dlReiue 

comorlslng ao effective tber2pcutie amount of the orally administered iron cheJator deferiprone 

or a physiologically acceptable salt thereof for the reduction ef tlle Fisk jn the Jeyel of jron burden 

iA the heart ef heeff <iisease in beayily transfused patients M¥tag experfenclne iron overload of 

the heprt. lftteR 119 la lltalassemta er Qie HI~ eemptigmg &ft eEfeeti>Je etBeYBt af eeferipFene er e 

p8,'6ielegieelb caeooptoble a~l~ thereef saJd therapeutJc amount being sufficient to ~ !!!b!g 

iron burden in the heart and the multlng iron induced cardiac di.sea.so nefmolly aaeeeiated 11ieh 

iFell ewfiead. 

l!. (currentlyamended)A method of preventing tfte R8lt ef heart disease in beayf1Y transfused 

patients ~ .diJWUI iron overload Of the heart, lftlCI~ Afl in difl:!PSSOftHB 0f' fM )iife comprising the 

administration of a therapeutically effective amount of deferiprone or a physiologically acce11table 

salt thereof sufficient to ~ prevenr iron induced cardiac disease H8fff!aUy assooialed wilh ima 

evefleaEI • 

. 12. (currently amemfed)A method of stabili2:ing tila IA&k ef heart disease in heavily transfused 

patients having iron overload, etteh as tft !halassemie er the JilEe comprising the administration of a 

therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient 

to treal iron burden fn the heart normaJly associated with induced cardiac disease fl9ffftlllly 

8$SeeiftteEI iYith iroo e'<'erleeEI. 

13. (currently amended) A method of reducing the Fisk ef the iron burden in the heart associated 

with heart disease in heavily transfused patients having iron overload. stielt. as iR thale96efflia et the 

ffffe-oomprising the administration of a lherapeutlcally effective amount of deferiprone or a 

physiologically acceptable salt thereof sufficient to t£ettt reduce the iron burden of the heart 

normally asmiated witb iron induced cardiac disease ftefmally ll&tie6tatefi w)t.h irea &'Jetleae. 

14-17 (cancelled) 

18. (currently amended) A pharmaceutical compMltlon for iron induced cardfac disease 

comprisin1 a therapeutically effective amount of the iron chelator deferiprone or physiologically 

acceptable salt thereof for the prevention, treatment, ·or reversal of heart disease in heavily 

transfusecj patients haYiBg rtskJng or experiencing an iron overload condition of the heart~ 

eemp8smg an eft'eefi'l'e emewu ef Elefe.tr-ee eF • pll5·;ielesi11ally 1M1eeptable sol~ tl'•el"Clef said 

therapeutic amount being sufllcient to pFeferemielly reduce the iron stores in the heart .!.!!!! in 

eemJ'&fisefl preference to the iron stores in less critical organs/tissue in the body. 
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19-21 (cancelled) 

22. (cummtly amended) A method of treatin~Awestif\der RJYef6iDe heart disease in a heavily 

transfused patient having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone, or a physiologically acceptable salt thereof 

in order to prefbumtielly reduce the iron stores in the heart in eemJi!wen preference to less critical 

organs/tissue in the body. 

23. ( curmttly ~cled} A method of tFeebeWJ>reventingter te'leFsing heart disease in b.eavn~ 

transfused patients having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effoctive amount of dcfcriprono or a pbysfologlclllly acceptable salt thereof 

to pRlfef8fttiaHy ~ chelate the iron stores in the heart in eemJJariseA preference to the iron 

stores in less critical organs/tissue in the body. 

24. (currently ~ded)A method of tfe~l'eveetif'IWer reversing heart disease in heavily 

transfused patients havint: an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof 

to prefereAlially reduce the iron stores in the heart in eetBJ!ariseft preference to the iron stores in less 

critical organs/tissue in the body. 

25. (currently amended) A method of treatment. prevention. or reversal of heart disease in a heavily 

transfu~ patient having an iron overload condition of the heart comprising administering to the 

patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof 

for the direct l'"'"'reflfial reduction/removal of. baa (f&f e~le intracellular ironj stores in the 

heart. 

26. (currently amended) A method to prevent/treat/reverse the occummce of iron-induced cardiac 

disease In lleaVlly tran1filsed patients with an iron overload condition Stieft as· l:halassemia er the 

like, comprising administering to said patient R therapeutically cffi:ctive amount of defcriprone or a 

physiologically acceptable salt thereof, wherein deferiprone's efficacy is cardio preferential when 

compared with its ability to l<;>wer total iron stores in the body. 

27-29 (cancelled) 
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30. (cun"Clltly 1U11cnded)The methOd of claims 1. 2, 11, 12, 13, 22, 23, 24. 25 and 26 fttRher 

6e111Pfism2 lite wberejg eeii>Je iaerelilient dof~prono or a ph~iologica.lly accaprable salt thereof!! 

ad, ministered orally for preventing the risk of heart disease in patients having iron overload 

31. (currently amended) The method of claims 1, 2, l 1, 12. 13, 22. 23, 24, 25 and 26 ~ 

OOR1pH&iR8 tM wberein eetive i:ftgre8ient deferiprone or a physiologically acceptable salt thereof h 
administered orally for stabilizing the risk of heart diS.l!ue in pationts having iron overlond. 

32. (currently amended) The method of claims l, 2, 11. 12, 13, 22, 23, 24, 25 and 26 ~ 

ee•&itlg41\e wherein estive iHgretiieM deferiprone or a physiologically acceptable salt thereof.!! 

administered orally for reducing the ride of heart di:iease in patic;nm having iron overload. 

33. (currently amended) The method of claims l, 2, 11, 12, 13, 22, 23, 24, 2S and 26 iUftfteF 

B&ffll'AsiAg aa eml Elasage feRB ef wherein deferiprone or a physiologically acceptable salt thereof 

is present is an oral dosage form with other excipients. 

34. (cancelled) 

35. (currcntlyamc:nded)The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 ~ 

eemprisiRg daily wherein the administration frequency to the patient of an amount of deferiprone 

or a physiologically acceptable salt thereof Js daily and substantially in the range of up to 1S0m9'*8 

te the i:ietiefll. per kilogram of body weight. 

36. (cancelled) 

37. (currently amended) The method of claims 1, 2, 1 l. 12, 13, 22, 23, 24, 25 and 26 ~ 

~risH\g wherein the admirustration freauency to the patient of a ~ dosage amount of 

deferipronc or a physiologically acceptable salt thereof is daily and substantially in the range of up 

to 125 rn.Wke te the fl!Btieftt. per ldlogram of body weight. 

38. (cancelled) 

3~.(currentlyamen~The method of claims I. 2, ll. 12, 13, 22, 23, 24, 25 and 26 ~ 

eeffll}fliii:llg wherein the administration freauen'y tg the patient of a ~ dosage amount of 

deferiprone or a physiologically acceptable salt thereof Is daily and substantially in the range of 

25mW*g to 75row'kg ts the peliea~. per kilogram of bOdy welghfa 
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40. (c;ancc:lled) 

41. (original) The method of claims 1. 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone ia 

admjnfstered in a manner selected from the group of intravenously, transdennally, rectally. orally, 

bucally, or aurally. 

42. (cancelled) 

43. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferlprone is 

administered orally. 

44. (cancelled) 

45. (cwrently amended) The method of claims l, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wbetein fhe 

EIM~ feml deferiprooe or a Dhyslologicallv acceptable salt thereof is in a sustained release 

fonnulation. 

46. (cancelled) 

47. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone has 

a cardio preferred/selecrive function when compared to desferrioxamine or other alternative chelating 

agents utilized in patients suffering iron overload. 

48. (can.celled) 

49. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is 

administered in addition to desferrioxamine. 

so. (cancelled) 

51. (cancelled) 

52. (cancelled) 

53. (cancelled) 

54. (cancelled) 
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55. (cuncntlyanumded)The effee1h•e Rterapelltte &me\fftt cpmooiition of claims 8, 9, 10 nnd 18 

furlher 88ff!IJRSiftg werein said comP9fitigD is adminiskRd to tbB paUCD( daily aElmiRi&nlleR ef 

QA &mel:lftt ef defeRpEerte er a phy&ielegieally aeeeptable salt theroef .awl substantially in the range of 

up to 1 SOm~<:g te ate petiel\t eer kilogram of body weiglJf, 

56. (c:urrontlyanwnded)Thc effe!Ri1e thefflf3e_.&e emettJlt composition of claims 8, 9, 10 and 18 

fw"..her ee81pr.ismg a~stfillteft ef a wherein said compOGldon (9 administered to the patient 

daily desege QffielHlt ef deferipRiee er a physielegieelly aeeeptahle-sal:t ther-eef mu& substantially in · 

. the range of Up to 125 m~cg ~ the patieAt. oer JcjJogram of body weight. 

57. (cuneotly amendod}Tbe e~sti"e the1'1lpe11tie lm!ettfll composlUog O( claims 8, 9, 10 and 18 

W.Jier 89ffJIJASIRg admi11isketieR ef a wherein said compnsjtjon [a !dmlnistaNd to the patient 

· daily des"t:e ame\tR& ef deferif!t&Re el' a physielegieeJly eeeef'tahle sah thereef !ru! substantially in 

the range of25mglffg to 75~g te &he 13aiieat: per kilogram of body weight. 

58. (currently amended) The ef:feetir.•e tluwepetilie amelia& composition of claims 8, 9, 10 and 18 

wherein Elet'eAJ*6Be the composition is administered in a marmer selected from the group of 

intravenously, transdermally, rectally, orally, bucally, or aurally. 

59. (cancelled) 

60. (currently amtnded)The effeetwe tMrSJ!B\ltle &mB'Jftt compositio!J of claims 8, 9, 10 and 18 

wherein !he Eiesege ierm compositiog is in a sustained release formulation. 

61. (currently amended) The effestiw tAefafl8'4tis aMeuat composition of claims 8, 9, 10 and 18 

Wherein aeferipraBB said tOmgositlon has a cardio preferred/selective function when compared to 

desferrioxamine or other altemative chelating agents utilized in patients suff~ring iron overload. 

62. (currently amended) The effe~~,. tAer~tie et'ltt)~l sgmeos!tll)n of claims 8, 9, 10 and 18 

wherein defel'iprene the comJ!OSitJQ,!1 is administered in addition to desferrioxa.m:ine. 
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Application No. 

10/311 ,814 

Office Action Summary Examiner 

Raymond J Henley Ill 

Applicant(s) 

SPINO ET AL. 

Art Unit 

1614 

•• The MAILING DA TE of this communication appears on the cover sheet with the correspondence address •• 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE J MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 
• Exlensions or time may be available under the provisions of 37 CFR 1.136(a). In no even~ however. may a reply be timely filed 

after SIX (6) MONTHS from the mailing dale of this communication. 
• If the period for reply specified above is less than lhirty (30) days, a reply within the stalulory minimum of lhirty (30) days will be considered timely. 
• If NO period for reply is specified above, lhe maximum statulory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
. Failure to reply within the set or exlcnded period for reply will. by slatule, cause the application to become ABANDONED {35 U.S.C. § 133). 

Any reply received by the Office later than lhree months after the mailing dale or this communication. even if timely filed. may reduce any 
earned palenl term adjustment. See 37 CFR 1.704(b). 

Status 

1)[8] Responsive to communication(s) filed on 30 Julv 2004 and 23 August 2004. 

2a)0 This action is FINAL. 2b)[8] This action is non-final. 

3)0 Since this application is in condition for allowance except for formal _matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213. 

Disposition of Claims 

4)[8] Claim(s) 1.2.8-13.18.22-26.30-33,35.37.39.41,43,45,47,49.55-58 and 60-62 is/are pending in the application. 

4a) Of the above claim(s) __ is/are withdrawn from consideration. 

5)0 Claim(s) _ _ is/are allowed. 

6)[8] Claim(s) 1.2.8-13. 18.22-26.30-33.35.37.39.41.43,45,47.49.55-58 and 60-62 is/are rejected. 

7)0 Claim(s) _ _ is/are objected to. 

8)0 Claim(s) __ are subject to restriction and/or election requirement. 

Application Papers 

9)0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on __ is/are: a)O accepted or b)O objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 

11 )0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PT0-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)O All b)O Some• c)O None of: 

1.0 Certified copies of the priority documents have been received . 

2.0 Certified copies of the priority documents have been received in Application No. _ _ . 

3.0 Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 

*See the attached detailed Office action for a list of the certified copies not received. 

Attachment(s) 

1) 0 Notice of References Cited (PT0-892) 

2) 0 Notice of Draftsperson's Patent Drawing Review (PT0-948) 

3) 0 lnfonnation Disciosure Statement(s) (PT0-1449 or PTO/SB/08) 
Paper No(s)/Mail Date __ . 

4) 0 Interview Summary (PT0-413) 
Paper No(s)/Mall Date. __ . 

5) 0 Notice of lnfonnal Patent Application (PT0-152) 
6) 0 Other: __ . 

u.s. Pateot and Trndemark omce 
PTOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 09022004 . 
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CLAIMS 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 AND 60-62 ARE 

PRESENTED FOR EXAMINATION 

Applicants' Amendments filed July 30, 2004 and August 23, 2004 have been recdvt:<l 

and entered into the application. 

Accordingly, the specification at page 1 and claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 

39, 45, 55-58 and 60-62 have been amended; the abstract has been added; and claims 51-54 and 

59 have been canceled. 

In light of Applicants' amendments and comments at pages 9-20 of their amendment 

filed August 23, 2004, the only remain issues are those presented herein. The 

objections/rejections set forth in the previous Office action not set forth herein are withdrawn. 

Claim Objectio11 

Claims 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 are objected to under 37 

CFR 1.75(c) as being in improper form because a multiple dependent claim must refer to other 

claims in the alternative only. See MPEP § 608.0I(n). In order to overcome this objection, 

application should change in the above claims the "and" in the listing of the dependent clai"ms to 

---or---. 

Claims 55-58 and 62 are also objected to as not being further limiting. These claims 

depend from claims directed to compositions and yet set forth method limitations, i.e., "is 

administered". Method limitations do not further limit compositions of matter. Also, in claims 

55-57 the unit of measurement "mg per kilogram of body weight" is improper because 

measurements of ingredients contained in the composition should relate to the composition, i.e., 
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per unit volume or weight of the composition, and not to a feature, i.e., a patient, that is not apart 

of the composition, i.e., outside the scope of the claim, and which is variable, i.e., dependent on 

the weight of the patient. 

Claim Rejectio1t - 35USC§112, First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full , clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 11-13, 22-25, 30-33, 35, 37, 39,.41, 43, 45, 47 and 49 are rejected under 35 

U.S.C. 112, first paragraph, because the specification, whjle being enabling for the treatment, 

prevention, stabilization or reversal of iron induced cardiac/heart disease, does not reasonably 

provide enablement for the treatment, prevention, stabilization or reversal of cardiac/heart 

disease in general. The specification does not enable any person skilled in the art to which it 

pertains, or with which it is most nearly connected, to practice the invention commensurate in 

scope with these claims. 

The present specification is evaluated by the Examiner as directed by the Court in In re 

Marzocchi et al. , 169 USPQ 367 (CCP A 1971 ): 

"Specification disclosure which contains teaching of manner and process of making and 
using the invention in terms corresponding to the scope to those used in describing and defining 
subject matter sought to be patented must be taken as in compliance with enabling requirement 
of first paragraph of 35 U.S.C. 112 unless there is reason to doubt the objective truth of 
statements contain therein which must be relied on for enabling support; assuming that sufficient 
reason for such doubt exists, a rejection for failure to teach how to make and/or use will be 
proper on that basis, such a rejection can be overcome by suitable proofs indicating that teaching 
contained in specification is truly enabling." (emphasis added). 

Here, the objective truth of the statement that a cardiac/heart disease in general could be 

treated, prevented, stabilized or reversed is doubted because the there is not known in the 
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medical/pharmaceutical art, any one particular therapeutic agent or combination of therapeutic 

agents that is/are capable of treating, preventing, stabilizing or reversing all known cardiac/heart 

diseases. Also, applicants' specification is directed solely to iron-induced cardiac/heart diseases. 

Accordingly, the claims are deemed properly rejected. 

Claim Rejection - 35 USC§ 112, Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The spcci fication shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 are 

rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to particularly 

point out and distinctly claim the subject matter which applicant regards as the invention. 

The term "heavily transfused" in the claims is a relative tenn that renders the claim 

indefinite. The term "heavily" is not defined by the claim, the specification does not provide a 

standard for ascertaining the requisite degree, and one of ordinary skill in the art would not be 

reasonably apprised of the scope of the invention. 

Claim Rejectio11 -35USC§102 

Claims 8, 9, 10, 18, 55-58 and 61 are rejected under 35 U.S.C. 102(b) as being 

anticipated by any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. "U") or Hoftbrand 

et al. (Examiner cit. Ref. "V"), each of record, for the reasons of record as set forth in the 

previous Office action as applied to claims 8, 9, l 0, 18 and 51-59. 
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Claim Rejectio11 - 35 USC§ 103 

Claims 8, 9, 10, 18, 55-58 and 60-62 are rejected under 35 U.S.C. 103(a) as being 

Pages 

unpatenlable over Olivieri et al., Hoftbrand et al. (Examiner cit. Ref. "U") or Hoffbrand et al. 

(Examiner cit. Ref. "V"), as above in view of Lai (U.S. Patent No. 5,922,761), each ofrecord. · 

The differences between the above and the claimed subject matter lies in that the 

references fai l to teach the presently ch~imed dosage forms or the addition of desferrioxamine. 

However, to the skilled artisan, the claimed subject matter would have been obvious 

because various dosage forms were known to the skilled artisan and the selection of any given 

dosage fonn would have been a matter well within the purview of the skilled artisan, based upon 

the preference or need of the particular patient being treated. Also, the additional use of 

desferrioxamine would have been obvious because Lai teaches desferrioxamine (see previous 

Office action at page 6) for the same purpose and it has been held that it is considered prima 

facie obvious to have combined two or more ingredients each of which was known to be useful 

for the same purpose in order to form a third composition that is useful for the very same 

purpose. The idea for combining them flows logically from their have been used separately. See 

In re Kerkhoven 205 U.S.P.Q. 1069 (CCPA 1980) and the cases cited therein. The skilled 

artisan would have been motivated to combine such ingredients in order to achieve at least 

additive results and to provide the individual being treated with the most convenient, effective 

therapy possible. 
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Applicants' arguments at pages 9-20 of their amendment filed August 23, 2004 have been 

carefully considered, but fail to persuade the Examiner of error in his determinations above. 

In particular, applicants' comments and arguments are based upon the novel or unobvious 

use of deferiprone. These arguments, however, are not commensurate in scope with the claimed 

subject matter presently rejected that is directed to compositions of matter. Applicants' attention 

is drawn to In re Dillon, 16 USPQ2nd, 1897 at 1900 (CAFC 1990). The court sitting in bane 

rnled that the recitation of a new utility for an old and well known or otherwise obvious 

composition does not render that composition new or nonobvious. 

Accordingly, for the above reasons, the claims are deemed properly rejected and none are 

allowed. 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to Raymond J Henley IIl whose telephone number is 571-272-0575. 

The examiner can normally be reached on M-F, 8:30 am to 4:00 pm Eastern Time. 

If attempts to reach the examiner by telephone arc unsuccessful, the examiner's 

supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number for the 

organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status infom1ation for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 
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system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 

system, contact the Electronic Business Center (EBC) at 866-217-9197 ;;-free). 

~(fa~~ 

September 2, 2004 

Primary Examiner 
Art Unit 1614 
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Ivor M. Hughes 
Barri.stet' & Solicitor 

Patent & Trade Mark Agents 
Canada, United States 

Our Ref.: PC-1834033 

December 7, 2004 

VIA COURIER 

U.S. Patent and Trademark Office 
220 20th Street South 
Customer Window, Mail Stop Amendment 
Crystal Plaza Two, Lobby Room l B03 
Arlington, Virginia 22202 U.S.A. 

Dear Sir: 

Re: Response to Examination Report 
Application Serial No. 10/311,814 filed on April 4, 2003 
of Michael Spino and Antonio Spiga 
for A NEW USE FOR DEFER1PRONE 
Group Art Unit: 1614 
Examiner: Raymond J. Henley ID 
Due Date: DECEMBER 8, 2004 
CUSTOMER NO. 23607 

Please find enclosed herewith the following: 

l. Response to Examination Report dated December 6, 2004; 
2. Fee Transmittal For FY 2005; 
3. Transmittal Form; 
4. Information Disclosure Statement; 
5. CD with references cited in the Information Disclosure Statement; 
6. Cheque in the amount of$180.00. 

j .f; Ct.J~~ 
.Aarri.steTs & Solicitors 

kor M. Hughes 
Rick Tuv 
MaTk Ng 

Patent Agents 
Neil H. Hughes , P.£ng. 

Marcelo K. Sarkis, P.Eng. 
Wm. Kiu Sinden 

If there should occur an overpayment or an underpayment of fees in respect of this submission, 
the Commissioner is authorized to access Deposit Account Number 08-3255 to make the 
appropriate adjustments and advise Applicant's agent; 

Also enclosed herewith is a stamped, self-addressed verification card which we request that you 
kindly acknowledge and return to this office at the earliest opportunity. We thank the 
Commissioner for his cooperation in this regard and look forward to receiving filing data in this 
matter. 

175 Commerce Valley Dr. W., Suire 200, Thornhill , Ontario, Canada UT 7P6 Phone: 905 771-6414 Fax: 905 771-6420 
14·ebsite: www.ii:cnnhughes.com email: mail@imnnhughes.com 
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2 

We thank the Patent Office for its cooperation in this regard and look forward to receiving filing 
data in this matter. 

Respectfully s ifi._ 
Neil H. ugh , P.Eng. 
Agent or Applicant 
Registration No. 33,636 

NIIlI:md 
Enclosures 
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PTOISB/21 (CS-04) 
Approved ror use tlltough 07 /31/2CCO. 0).'.9 0651 .C031 

US. Patent and Traderrar1< Office; U.S. DEPARTMENT OF CO)llW.ERCE 

TRANSMITTAL 
FORM 

(to be used for all corres ence after inffiat fili 

Total Number ol Pages in This Submission 

. i • : ' 

Filing Date Apnl 4, 2003 

First Named Inventor Michael Spino 

Art Unit 1614 

Examiner Name Raymond J. Henley II 

Attorney Docket Number PC-1834033 

ENCLOSURES (Check all that apply) 

0 D D After Allowance Communication to TC 
Fee Transmittal Form Drawing(s) 

[Z] D Licensing-related Papers D Appeal Communication to Board 
Fee Attached of Appeals and Interferences 

D D Petition D Appeal Communication to TC 
Amendment/Reply (Appeal Notice, Brief, Reply Brief) 

D D Pet~ion to Convert to a D After Final Provisional Application Proprietary Information 

D D Power of Attorney, Revocation D Status Letter Affidavits/declaration(s) Change of Correspondence Address 

D D Terminal Disclaimer D Other Enclosure(s) (please Identify 
Extension of Time Request below): 

D Express Abandonment Request D Request for Refund 

[{] Information Disclosure Statement D CD, Number of CD(s) 

D Landscape Table on CO 

D Certified Copy of Priority I Remarks I 
Document(s) 

D Reply to Missing Parts/ 
Incomplete Application 

D Reply to Missing Parts 
under 37 CFR 1.52 or 1.53 

SIGNATURE OF APPLICA~ ATTORNEY, OR AGENT 
Firm Name 

Hugh// f /)// Ivor M. 

Signature 

1.-Pl I II/ '><I I 
Printed name 

Ne1if ji ug~s V" "-J 7'i 
Date {/ <v£<:,. <t ;,, </- {/ I Reg. No. 33,636 

l I , 
"" CERTIFICATE OF TRANSMISSION/MAILING 

I hereby certify that this correspondence is being facsimile transmitted to the USPTO or deposited with the United States Postal Service with 
sufficient postage as first class mail in an envelope addressed to: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450 on 
the date shown below: 
Signature 

\lyped or printed name I Date I ../ 

This collection of information is required by 37 CFR 1.5. The Information Is required to obtain or retain a benefil by the public which is to file (and by the USPTO lo 
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1. 11 and1. 14. This collection is estimated to 2 hOurs to complete, including 
galhering, preparing, and submitting the completed application rorm to the USPTO. Time will vary depending upon the individual case. Any comments on the 
amount ol time you require to complete this form and/or suggestions for reducing this burden. shOuld be sent to the Chier tnrormation Officer. U.S. Patent and 
Trademark Office. U.S. Department of Commerce, P.O. Box 1450, Alexandria. VA 22313-1450. 00 NOT SEND FEES OR COMPLETED FORMS TO THIS 
ADDRESS. SEND TO: Commissioner for Patents, P .O. Box 1450, Alexandria, VA 22313-1450. 

If you need assistance In completing the form, call 1-BOO-PT0-9199 and select option 2. 
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PTO/SB/17 (11-04) 
Approvad for US? through 07/3112006 OY.B 0651-0032 ,.&." U.S. Patenl and Trademark Office; U.S. DEPARTMENT OF COMMERCE 

l tnrtPrthP. PR vntk RPl'furfinn Af"'J nf 1~Af\ nn ru>~ AN> rp.n1 ifn>rt tn r~nnnt1 tn ~ r.n!!&lrlinn nf lnfnrm~tirm un!PAA it r1$N~>& A ~!h1 Otit.R rrtntml nurnhPr 

!2'. ---~ Complete if Known ..... 
& ffl'""~-n 10/0112004. Patent fees are subjectto annual revision. 

- Application Number 10/311,814 FEE TRANS MITT AL Filing Date April 4, 2003 

For FY 2005 First Named Inventor Michael Spino 

Examiner Name Ravmond J. Henley III 
::; Applicant claims small entity status. See 37 CFR 1.27 

1614 
\..TOTAL AMOUNT OF PAYMENT I ($)180 . 00 

Art Unit 

Attorney Docket No. PC-1834033 ~ 

METHOD OF PAYMENT (check all that apply) FEE CALCULATION (continued) 

~Check 0 Credit Card 0 Money Order 
2. EXTRA CLAIM FEES 

Small Enti!Y 
~ Fee Descri12tion ~ 

~ Deposit Account 0None 
Each claim over 20 18 9 
Each independent claim over 3 88 44 

Deposil 

lo8-3255 I Multiple dependent claims 300 150 
Ac:counl For Reissues, each claim over 20 and 
N11mtw:=tr 

Deposit 

b:vo:i; M. I 
more than in the original patent 18 9 

ACIX>unt Hughes For Reissues, each independent claim 
N;:tm~ 

more than in the original patent 88 44 
The Director is hereby authorized to : (check all that apply) Total Claims Extra Claims ~ Fee Paid (U 

D Charge fee(s) indicated below - 20or HP = x = 
HP = highest number of total claims paid for, if greater than 20 

0 Charge fee(s) indicated below, except for the filing fee lnd!1Q. Claims Extra Claims ~ Fee Paid (U 

~Charge any additional fee(s) or underpayments of fee(s) - 3 or HP= x ---= 
under37CFR 1.16and 1.17 HP = highest number of Independent claims paid for, if greater than 3 

fXXI Credit any overpayments Multiple Dependent Claims ~ Fee Paid {U 

to the above-identified deposit account. ---

D Other (please identify): 

Subtotal (2) $ 
3. OTHER FEES SmallEntil:t 

WARNING: Information on this form may bec:ome publk:. Credit c:ard Fee Descri12tion Fee($) ~ Fee Paid(ll 
Information should not be Included on this form. Provide credit card I-month ex.tension of ti me 110 55 
Information and authorization on PT0-2038. 

FEE CALCULATION 
2-month extension of time 430 215 

3-month extension of time 980 490 
1. BASIC FILING FEE 

4-month extension of time 765 Small Entit:t 1,530 
Fee Descriplio!) ~ EH.ill F~~aid!ll 5-month extension of time 2,080 1,040 

180 . 00 
Utility Filing Fee 790 395 Jnfo1TI1ation disclosure stmt. fee 180 180 

37 CFR l. I 7{q) processing fee 50 50 
Design Filing Fee 350 175 

Non-English specification 130 130 

Plant Filing Fee 550 275 Notice of Appeal 340 170 

Reissue Filing.Fee 790 
Filing a brief in support of appeal 340 170 
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Request for oral hearing 300 150 

Provisional Filing Fee 160 80 Other. 

SubtCJ41 (1) $ /\ ~ Subtotal (3) $. 180 00 

SUBMITTED BY / I I I I I / I 
Signature II Ii/ )(/ / I Registration No. 

IAttomev/Aaenll 33,636 Telephone 905-77 l-ji414 
Name (PrinVType NeLl(ltl. fiugnes I) Date lJ.Q..C.· lo /1? LI-
This collection of information Is required by 37 CFR 1.136. ~ttvormation is required to obtain or retain a benem by the public which is to file (and ~Y the 
USPTO to process) an appllcation. Confidentiality is govern y 35 U.S.C. 122 and 37 CFR 1.14. This collection is eslimated to ta.k~ 30 minutes lo complete. 
lnciuding gathering. prepanng, and submitting the completed appllcalion form to the USPTO. Time will vary depending upon the indMdual case. Any comments 
on the amount o1 time you require to complete this form and/or suggestions for reducing this burden. should be senl lo the Chief Information Officer. U.S. Paten! 
and Trademark Office, U.S. Department of Commerce. P.O. Box 1450, Alexand~a, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS 
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, A lexandria, VA 22313-1450. 
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IN THE UNITED STATES PATENT OFFICE 

Applicant: Apotexlnc. 

!CUSTOMER NO. 2360~ 
Our Ref.: PT-1834033 

Neil H. Hughes, P.Eng. 
Ivor M. Hughes, 
Barrister & Solicitor 
Patent & Trademark Agents 
Suite 200, 
175 Commerce Valley Dr. W. 
Thornhill, Ontario 
Canada L3T 7P6 

Title: A NEW USE FOR DEFERIPRONE 

Inventors: Michael Spino and Antonio Piga 

Group Art Unit: 1614 

INFORMATION DISCLOSURE STATEMENT 

December 6, 2004 

VIA COURIER 

U.S. Patent and Trademark Office 
220 20th Street South 
Customer Window, Mail Stop Amendment 
Crystal Plaza Two, Lobby Room 1B03 
Arlington, VA, 22202 

Dear Sir: 

Applicants and the undersigned are aware of "patents, publications, or other 

information" which they believe may be material to the examination of the above-

identified application. Applicants have attached Form 1449 (14 pages) along with a 

CD with the prior art as references in Form 1449 pursuant to 37 C.F.R. §§ 1.97-1.99 

12/09/2004 GWORDOF1 00000050 10311814 

01 FC:1806 180.00 OP 
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and to the duty of disclosure set forth in 37. C.F.R. § 1.56. Applicant also encloses 

herewith the required fee of $180.00. If there is any deficiency or surplusage of the 

fees required for this application, please obtain any such deficiency or credit the 

surplusage to Deposit Account 08-3255 and advise Applicants' Agent. 

Although this Information Disclosure Statement identifies references which 

may be "material," it is not intended to constitute an admission that any patent, 

publication, or other information referred to is "prior art" (within the meaning of 35 

U.S.C. §102 and §103) as to the invention disclosed and claimed in this application 

unless specifically designated as such. Moreover, no representation is intended as to 

the relative relevance of any portion of the references or as to the relevance among 

references, whether cited in this Statement or elsewhere. 

In accordance with 37 C.F.R. §1.97(b), the filing of this Information Disclosure 

Statement shall not be construed to mean that a novelty search has been made or that 

no other information which may be material (as defined in 37 C.F.R. §1.56(a)) exists. 

1. Gabutti V, Piga A. Results of Long-Term Iron-Chelating Therapy. Acta Haematol 1996; 
95:26-36. 

2. Wolfe LC, Olivieri NF, Sallan D, Colan S, Rose V, Propper RD et al. Prevention of 
cardiac disease by subcutaneous desferrioxamine in patients with thalassernia major. 
N Engl J Med 1985; 312(25): 1600-1603. 

3. Aldouri MA, Wonke B. Hoffbrand AV, Flynn DM, Ward SE, Agnew JE et al. High 
Incidence of Cardiomyopathy in Beta-Thalassemia Patients Receiving Regular 
Transfusion and lron Chelation: Reversal by Intensified Chelation. Acta Haematol 
1990; 84:113-117. 

4. Brittenham GM, Griffith PM, Nienhuis AW, McLaren CE, Young NS, Tucker EE et al. 
Efficacy of Desferrioxarnine in Preventing Complications of Iron Overload in Patients 
with Thalassemia Major. N Engl J Med 1994; 331(9):567-573. 

5. Giardina PJV, Ehlers KH, Engle MA, Grady RW, Hilgartner MW. The Effect of 
Subcutaneous Desferrioxamine on the Cardiac Profile of Thalassemia Major: A Five
YearStudy. Ann NY Acad Sci 1985; 445:282-292. 
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6. Borgna-Pignalti C, Rugologgo S, DeStefano P, Piga A, et al. Survival and Disease 
Complications in Thalassemia Major. Ann NY Acad Sci 1998; 850:227-231. 

7. Olivieri NF, Nathan DG, MacMillan JH, Wayne AS, Liu P, McGee A et al. Survival in 
Medically Treated Patients with Homozygous Beta-Thalassemia. N Engl J Med 1994; 
331(9):574-578. 
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9. March 2000. 
Tondury P, Zimmermann A, Nielsen P, Hirt A. Liver iron and fibrosis during long-term 
treatment with deferiprone in Swiss thalassaemic patients. Br.]. Haematol. 1998;101(3):413-5. 

Olivieri NF, Brittenham GM, McLaren CE, Templeton OM, Cameron RG, McClelland RA et 
al. Long-term safety and effectiveness of iron-chelation therapy with deferiprone for 
thalassemia major. N Engl J Med 1998; 339(7):417-423. 
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INFORMATION DISCLOSURE CITATION APPLICANT 
(Use several sheets if necessary) Apotex Inc. 

!CUSTOMER NO. 236071 FIUNGOATE I GROUP ART UNIT I 04/04/2003 1614 

U.S. PATENT DOCUMENTS 

EXAMINER FILING DATE 
INITIAL DOCUMENT NUMBER DATE NAME CLASS SUBCLASS IF APPROPRIATE 

FOREIGN PATENT DOCUMENTS 

I DOCUMENT NUMBER DATE COUNTRY 
TRANSLATION 

YES NO 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

Hoffbrand AV, Al-Refaie FN, Davis B, Siritanakatkul N, Jackson BFA, Cochrane Jet al. Long-
Term Trial of Deferiprone in 51 Transfusion-Dependent Iron Overloaded Patients. Blood 
1998; 91(1):295-300. 
Olivieri NF, Butany J, Templeton DM, Brittenham GM. Cardiac Failure and Myocardial 
Fibrosis in a patient with Thalassemia Major (TM) Treated with Long-Term Deferiprone. 
Blood 92[10(Suool1)1, 532a. 1998. 
Cohen AR, Galanello R, Piga A, DiPalma A, Vullo C, Tricta F. Safety profile of the oral iron 
chelator deferiprone: a multicentre study. Br J Haematol 2000; 108:305-312. 
Agarwal MB, Rajadhyaksha G, Munot S. Deferiprone: A report of 22 patients who have taken 
it for over a decade. 10th International Conference on Oral chelators in the Treatment of 
Thalassemia and other Diseases and Biomed Meeting, Limassol, Cyprus, Page 3. March 2000. 
Liu P. Personal letter from Dr. Liu on reversal of the heart failure in a patient with 
thalassemia treated with deferiprone. May 13, 1996. 

EXAMINER DATE CONSIDERED 

EXAMINER: Initial if citation considered, whether or not citation is in conformance with MPEP 609; Draw line through citation if 
not in confomtance and not considered. Include copy of this form witll next communication to applicant. 

 
283 of 435

Taro Pharmaceuticals, Ltd. 
Exhibit 1004



Page 9of15 

FORM J'T(}.1449 US. DEPARTMENT OF COMME APPLICA TJON SERIAL NO. 
10 311,814 (REV.8-83) PATENT ANDTRADEMARKOFFIC 

INFORMATION DISCLOSURE CIT A TI ON 
Use several sheets if necessa 

EXAMINER 
INITIAL 

EXAMINER 

OC:X:UMENT NUMBER DATE 

U.S. PATENT DOCUMENTS 

GROUP ART UNlT 
1614 

NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

DATE COUNTRY 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

FTUNG DATE 
IF APPROPRJATE 

TRANSLATION 
YES NO 

Ramm GA, Britton RS, Brunt EM, O'Neill R, Bacon BR. Hepatic iron overload in pathogen-
free gerbils does not result in bridging fibrosis or cirrhosis. Bioiron'99, P. 327. 1999. 
Hershko C., Link G., Konijn A. M. Relative effectiveness of desferrioxamine and deferiprone 
in protecting iron-loaded Gerbils from non-transferrin bound iron (NTBI) toxicity. Blood 94 
(10): 422a; 1999. 
Porter JB. Evaluation of New Iron Chelators for Clinical Use. Acta Haematol 1996; 95:13-25. 

Al-Refaie FN, Hershko C, Hoffbrand AV, Kosaryan M, Olivieri NF, Tondury P et al. Results 
of Long-Term Deferiprone (Deferiprone) Therapy: A Report by the International Study Group 
on Oral Iron Chelators. Br J Haematol 1995; 91:224-229. 
G. Link, A. Pinson, and C. Hershko. Ability of the orally effective iron chelators dimethyl- and 
diethyl-hydroxypyrid-4-one and of deferoxamine to restore sarcolemmaJ thiolic enzyme 
activity in iron-loaded heart cells. Blood 83 (9):2692-2697, 1994. 
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FORM PT0-1449 U.S. DEPARTMENT OF COMMERCE 
(REV. 8-83) PATENT AND TRADEMARK OFFICE 

APPUCA TION SERJAL NO. 
10 311,814 

INFORMATION DISCLOSURE CITATION 
Use several sheets if necessa 

EXAMINER 
INITIAL DOCUMENT NUMBER DATE 

U.S. PATENT DOCUMENTS 

GROUP ART UNIT 
1614 

NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

FILING DATE 
IF APPROPRIATE 

I OOCUM1'NT NlJMBER DATE COUNTRY 
IBANSLATION 

YES NO 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

J.B. Porter, K. P. Hoyes, R. D. Abeysinghe, P. N. Brooks, E. R. Huehns, and R. C. Hider. 
Comparison of the Subacute Toxicity and Efficacy of 3-Hydroxypyridin-4-0ne Iron Chelators 
in Overloaded and Nonoverloaded Mice. Blood 78 (10):2727-2734, 1991. 

G. R. Gale, W. H . Litchenberg, A. B. Smith, P. K. Singh, R. A. Campbell, and M. M. Jones. 
Comparative iron mobilizing actions of deferoxamine, 1,2- dimethyl-3-hydroxypyrid-4-one, 
and pyridoxal ison icotinoy I hydrazone in iron hydroxamate-loaded mice. 
Res.Commun.CJ1em.Pathol.Phan11acol. 73 (3):299-313, 1991. 
C. Hershko, G. Link, A. Pinson, H. H. Peter, P. Dobbin, and R. C. Hider. Iron Mobilization 
From Myocardial Cells by 3-Hydroxypyridin-4-0ne Chelators: Studies in Rat Heart Cells in 
Culture. Blood 77 (9):2049-2053, 1991. 
M. van der Kraaij, H. G. Van Eijk, and J. F. Koster. Prevention of postischemic cardiac injury 
by the orally active iron chelator l,2-dimethyl-3-hydroxy-4-pyridone (Ll) and the antioxidant 
(+)-cyanidanol-3. Circulation 80 (1):158-164, 1989. 
Y. Aydinok, G. Nisli, K. Kavakli, C. Coker, M. Kantar, and N. Cetingul. Sequ.ential use of 
deferiprone and desferrioxamine in primary school children with thalassaemia major in 
Turkey. Acta Haematol. 102 (1):17-21, 1999. 
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INITIAL DOCUMENT NUMBER DATE 

FIUNGDATE 
003 

U.S. PATENT DOCUMENTS 
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NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

FILING DATE 
IF APPROPRIATE 

I DOCUMENT NUMBER DATE COUNfRY 
TRANSLA'nON 

YES NO 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

G. Faa and G. Crisponi. Iron chelating agents in clinical practice. Coordination Chemistnj 
Reviews 184:291-310, 1999. 
D. Kaul and S. Venkataram. Sustained release tablet formulation for a new iron chelator. Dmg 
Dev.lndust.Phann. 18 (9):1023-1035, 1992. 
M.A. Barradas, J. Y. Jeremy, G. J. Kontoghiorghes, D. P. Mikhailidis, A. V. Hoffbrand, and P. 
Dandona. Iron chelators inhibit human platelet aggregation, thromboxane A2 synthesis and 
lipoxygenase activity. FEBS Lett. 245 (1,2):105-109, 1989. 

Maria Stearns.Drug for Iron Overload Passes Major Safety Hurdle; May Benefit Patients with 
Thalassemia and Other Blood Disorders. 1995-2000 ScienceDaily Magazine. 

Nancy F. Olivieri and Gary M. Brittenham. Long-Term Trials of Deferiprone in Cooley's 
Anemia. The Departments of Medicine and Pediatrics The Hospital for Sick Children, Division of 
Hematolo~/, Universit11 of Toronto, Canada (N.F.0.) Sevt. 27, 1999. 
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(Use several sheds if necessa 

EXAMINER 
lNillAL 

EXAMINER 

CX:X:UMENT NUMBER DATE 

U.S. PATENT DOCUMENTS 

GROUP ART UNIT 
1614 

NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

DATE COUNIBY 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

FILING DATE 
IF APPROPRIATE 

TRANSLATION 
YES NO 

N. F. Olivieri and G. Brittenham. Long-Term Trials of Deferiprone in Cooley's Anemia. 
Ann.N. Y.Acad.Sci. 80:217-222, 1998. 
Kontoghiorghes GJ, Aldouri MA, Sheppard L, Hoffbrand AV. 1,2-Dimethyl-3-hydroxypyrid-
4-one, an orally active chelator for treatment of iron overload. Lancet. 1987 Jun 6;1(8545):1294-
5 
Nathan DG. An orally active iron chelator. N Engl J Med. 1995 Apr 6;332(14):953-4. 
Olivieri NF, Brittenham GM, Matsui D, Berkovitch M, Blendis LM, Cameron RG, McClelland 
RA, Liu PP, Templeton DM, Koren G. Iron-chelation therapy with oral deferiprone in patients 
with thalassemia major. N Engl J Med. 1995 Apr 6;332(14):918-22. 
Biochimica et biophysica acta molecular basis of disease. v1500 n3 (Mar 17, 2000) : p342-348. 
(Please note this reference is the same as Biochimica et biophysica acta molecular basis of disease; 
V.1500; No. 3; March 17 /00; pp 342-348 - I Reference 59)). 
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(REV. 8-83) PA TENT AND TRADEMARK OFFICE 
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APPLICATION SERIAL NO. 
10 311,814 

INFORMATION DISCLOSURE CITATION APPLICANT 
A otex Inc. Use several sheets if necessa 

EXAMINER 
INTilAL 

I 
I 

EXAMINER 

rxx:uMENT NUMBER 

OCX:UMENT NUMBER 

DATE 

FILING DATE 
2003 

U.S. PATENT DOCUMENTS 
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1614 

NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

DATE COUNTRY CT.ASS SUBCLASS 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

FILING DATE 
IF APPROPRIATE 

TRANSLA TIQN 
YES NO 

Cohen AR, Martin MB. Iron chelation with oral deferiprone in patients with thalassemia. N 
Engl J Med. 1998 Dec 3;339(23):1713-4. 
Grady RW, Giardina PJ. Iron chelation with oral deferiprone in patients with thalassemia. N 
Engl J Med. 1998 Dec 3;339(23):1712-3. 
Wonke B, Telfer P, Hoffbrand AV. Iron chelation with oral deferiprone in patients with 
thalassemia. N Engl J Med. 1998 Dec 3;339(23):1712. 
Stella M, Pinzello G, Maggio A. Iron chelation with oral deferiprone in patients with 
thalassemia. N Engl J Med. 1998 Dec 3;339(23):1712. 
Callea F. Iron chelation with oral deferiprone in patients with thalassemia. N Engl J Med. 1998 
Dec 3;339(23):1710-1. 
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INffiAL DOCUMENT NUMBER DATE 

U.S. PATENT DOCUMENTS 

GROUP ART UNIT 
1614 

NAME CLASS SUBCLASS 

FOREIGN PATENT DOCUMENTS 

FILING DATE 
IF APPROPRIATE 

I DOCUMENT NUMBER DATE COUNTRY 
TRANSLATION 

YES NO 

OTHER DOCUMENTS (Including Author, Title, Date, Pertinent Pages, Etc.) 

Tricta F, Spino M. Iron chelation with oral deferiprone in patients with thalassemia. N Engl J 
Med. 1998 Dec 3;339(23):1710. 
Hershko C., Link G., and Ioav C.. Pathophysiology of Iron Overload. Ann.N. Y.Acad.Sci. 
850:191-201, 1998. 
Mumby, S., Chaturvedi, R.R., Brierley, J., Lincoln, C., Petros, A., Redington, A.N., Gutteridge, 
J.M.C.. Iron overload in paediatrics undergoing cardiopulmonary bypass. Biochimica et 
biophysica acta molecular basis of disease: v1500 n3(Mar17, 2000): p342-348 
Y. Tung, F. J. Farrell, T. M. McCashland, R. G. Gish, B. R. Bacon, E. B. Keeffe, and K. V. 
Kowdley. Long-term follow-up after liver transplantation in patients with hepatic iron 
overload. Liver Transpl.Sur~. 5:369-374, 1999. 
Telfer PT, Prestcott E, Hoden S, Walker M, Hoffbrand AV, Wonke B. Hepatic iron 
concentration combined with long-term monitoring of serum ferritin to predict complicaitons 
of iron overload in thalassaemia major [In Process Citation]. Br J Haematol 2000; 110(4):971-
977. 
Wonke B, Anderson L, Pennell D.J. Iron Chelation Treatment Based on Magnetic Resonance 
Imaging (MRI) in B-Thalassaemia Major. [Abstract] Jllh International Conference on Oral 
Chelation, Catania, Italy, Pages 61-65, 2001. 
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OTHER DOCUMENTS (Lncluding Author, Title, Date, Pertinent Pages, Etc.) 

FlLINGDATE 
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Diav-Citrin et al., 1997, Oral iron chelation with Deferiprone, Clinics of North America, (1997 
Feb) 44 (1) 235-47. Ref. 75,XP001030553 
Gabriella Link et al., Cardioprotective effect of a-tocopherol, ascorbate, deferoxamine, and 
deferiprone: Mitochondrial function in cultered, iron-loaded heart cells, J. Lab Clin. Med., 
133(2), p. 179-183 
B. Wonke et al., Combined Therapy with Deferiprone and Desferrioxamine, British Journal of 
Haematology, 103, P361-183 
Oma Diav-Citrin et al., Oral Iron Chelation with Deferprone, New Frontiers in Pediatric 
Drug Therapy, 44(1) P235-247 
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IN THE UNITED STATES PATENT OFFICE 

Applicant: Apotex Inc. 

Title: A NEW USE FOR DEFERlPRONE 

inventors: Michael Spino and Antonio Piga 

Examiner: Raymond J. Henley Ill 

Group Art Unit: 1614 

Our Ref.: PC-1834033 
!CUSTOMER NO. 2360'71 

Agent: Neil H. Hughes, P.Eng. 
c/o Ivor M. Hughes 
Barrister & Solicitor 
Patent & Trade Mark Agents 
Suite 200 
175 Commerce Valley Dr. W. 
Thornhill, Ontario 
Canada L3T 7P6 

Due Date: December 8, 2004 

RESPONSE TO OFFICIAL ACTION 
OF SEPTEMBER 8, 2004 

December 6, 2004 

VIA COURIER 

U.S. Patent and Trademark Office 
220 20th Street South 
Customer Window, Mail Stop Amendment 
Crystal Plaza Two, Lobby, Room 1B03 
Arlington VA 22202 

Dear Sir: 

This submission is in response to the outstanding Official Action dated September 8, 2004 and due 

for response December 8, 2004. Should any fee be required for this submission or if there is any 

deficiency or surplusage of fees required please obtain any such fees or deficiency or credit the 

surplusage to Deposit Account 08-3255 and advise Applicants' Agent. 

Please enter the following submissions: 
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Appl. No. 10/311,814 
Arndt. dated Dec. 6, 2004 
Reply to Office Action of Sept. 8, 2004 

IN THE CLAIMS 

I. (currently amended) A method of treating iron induced cardiac disease in a heavily traftsfuseEI 

transfusion dependent patient experiencing an iron overload condition of the heart, said method 

comprising administering to the heaYily l'fansfuseEI patient a therapeutically effective amount of 

deferiprone or a physiologically acceptable salt thereof sufficient to stabilize/reduce/iron 

accumulation in the heart resulting from being h:ea •ii) tf8ftsfuseEI transfusion dependent and 

preventing further iron accumulation in the heart normally associated with iron induced cardiac 

disease. 

2. (currently amended) A method of preventing iron induced cardiac disease in a heavily tfaftSfused 

transfusion dependent patient experiencing an iron overload condition of the heart, said method 

comprising administering to the hea·rily tr&asfused transfusion dependent patient a therapeutically 

effective amount of deferiprone or a physiologically acceptable salt thereof sufficient to prevent 

further iron accumulation in the heart normally associated with iron induced cardiac disease. 

3-7 (cancelled) 

8. (cancelled) 

9. (cancelled) 

10. (cancelled) 

11. (currently amended) A method of preventing iron induced heart disease in heavily t:ftlflsfu.seEI 

transfusion dependent patients risking iron overload of the heart, comprising the administration of a 

therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient 

to prevent iron induced cardiac disease. 

12. (currently amended) A method of stabilizing iron induced heart disease in heavily l:Ftutsfusea 

transfusion dependent patients having iron overload, comprising the administration of a 

therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient 

to treat iron burden in the heart normally associated with iron induced cardiac disease. 

Page 2 of 8 
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Appl. No. 10/311,814 
Arndt. dated Dec. 6, 2004 
Reply to Office Action of Sept. 8, 2004 

13. (currently amended) A method of reducing the iron burden in the heart associated with llim 

induced heart disease in heavily traasfuseEI transfusion dependent patients having iron overload, 

comprising the administration of a therapeutically effective amount of deferiprone or a 

physiologically acceptable salt thereof sufficient to reduce the iron burden of the heart normally 

associated with iron induced cardiac disease. 

14-17 (cancelled) 

18. (cancelled) 

19-21 (cancelled) 

22. (currently amended) A method of treating iron induced heart disease in a hea·1ily ff'aHsf1:1seEI 

transfusion dependent patient having an iron overload condition of the heart c9mprising 

administering to the patient a therapeutically effective amount of deferiprone, or a physiologically 

acceptable salt thereof in order to reduce the iron stores in the heart in preference to less critical 

organs/tissue in the body. 

23. (currently amended) A method of preventing iron induced heart disease in hea·1ily ff'aHsfuseEI 

transfusion dependent patients having an iron overload condition of the heart comprising 

administering to the patient a therapeutically effective amount of deferiprone or a physiologically 

acceptable salt thereof to chelate the iron stores in the heart in preference to the iron stores in less 

critical organs/tissue in the body. 

24. (currently amended) A method of reversing iron induced heart disease in hea·1ily b'aHsft:tseEI 

transfusion dependent patients having an iron overload condition of the heart comprising 

administering to the patient a therapeutically effective amount of deferiprone or a physiologically 

acceptable salt thereof to reduce the iron stores in the heart in preference to the iron stores in less 

critical organs/tissue in the body. 

25. (currently amended) A method of treatment, prevention, or reversal of iron induced heart disease 

in a heavily traftsfuseEI transfusion dependent patient having an iron overload condition of the heart 

comprising administering to the patient a therapeutically effective amount of deferiprone or a 

physiologically acceptable salt thereof for the direct reduction/removal of intracellular iron stores in 

the heart. 

. Page3of8 
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Appl. No. 10/311,814 
Arndt. dated Dec. 6, 2004 
Reply to Office Action of Sept. 8, 2004 

26. (currently amended) A method to prevent/treat/reverse the occurrence of iron-induced cardiac 

disease in heavil)' b'ftflSftisea transfusion dependent patients with an iron overload condition, 

comprising administering to said patient a therapeutically effective amount of deferiprone or a 

physiologically acceptable salt thereof, wherein deferiprone's efficacy is cardio preferential when 

compared with its ability to lower total iron stores in the body. 

27-29 (cancelled) 

30. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 ftftti ru: 26 wherein 

deferiprone or a physiologically acceptable salt thereof is administered orally for preventing the risk 

of iron induced heart disease in patients having iron overload. 

31. (currently amended) The method of claims 1, 2, 11 , 12, 13, 22, 23, 24, 25 ftftti or 26 wherein 

deferiprone or a physiologically acceptable salt thereof is administered orally for stabilizing the risk 

of iron induced heart disease in patients having iron overload. 

32. (currently amended)The method of claims I, 2, 11, 12, 13, 22, 23, 24, 25 ftftti Q.!: 26 wherein 

deferiprone or a physiologically acceptable salt thereof is administered orally for reducing the risk of 

iron induced heart disease in patients having iron overload. 

33. (currently amended) The method of claims I, 2, 11, 12, 13, 22, 23, 24, 25 ttttd or 26 wherein 

deferiprone or a physiologically acceptable salt thereof is present ts in an oral dosage form with 

other excipients. 

34. (cancelled) 

35. (currently amended) The method of claims I, 2, 11 , 12, 13, 22, 23, 24, 25 attti Qr 26 wherein the 

administration frequency to the patient of an amount of deferiprone or a physiologically acceptable 

salt thereof is daily and substantially in the range of up to I 50mg per kilogram of body weight. 

36. (cancelled) 

37. (currently amended) The method of claims I, 2, 11, 12, 13, 22, 23, 24, 25 attti or 26 wherein the 

administration frequency to the patient of a dosage amount of deferiprone or a physiologically 
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Appl. No. 10/311,814 
Arndt. dated Dec. 6, 2004 
Reply to Office Action of Sept. 8, 2004 

acceptable salt thereof is daily and substantially in the range of up to 125 mg' per kilogram of body 

weight. 

38. (cancelled) 

39. (currently amended) The method of claims I, 2, 11, 12, 13, 22, 23, 24, 25 ftfl6 or 26 wherein the 

administration frequency to the patient of a dosage amount of deferiprone or a physiologically 

acceptable salt thereof is daily and substantially in the range of 25mg to 75mg per kilogram of body 

weight. 

40. (cancelled) 

41. (currently amended) The method of claims I, 2, 11, 12, 13, 22, 23, 24, 25 afffl or 26 wherein 

deferiprone is administered in a ma1U1er selected from the group of intravenously, transderrnally, 

rectally, orally, bucally, or aurally. 

42. (cancelled) 

43. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 afffl or 26 wherein 

deferiprone is administered oralJy. 

44. (cancelled) 

45.(currentlyamended)The method of claims 1, 2, 11 , 12, 13, 22, 23, 24, 25 afffl or 26 wherein 

deferiprone or a physiologically acceptable salt thereof is in a sustained release formulation. 

46. (cancelled) 

47. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 afffl or 26 wherein 

deferiprone has a cardio preferred/selective function when compared to desferrioxamine or other 

alternative chelating agents utilized in patients suffering iron overload. 

48. (cancelled) 
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49. (currently amended) The method of claims I, 2, 11 , 12, 13 , 22, 23, 24, 25 &Adm: 26 wherein 

Eieferiprene desferrioxamine is administered in addition to desfeffiexam:iae deferiprone. 

50. (cancelled) 

51. (cancelled) 

52. (cancelled) 

53. (cancelled) 

54. (cancelled) 

55. (cancelled) 

56. (cancelled) 

57. (cancelled) 

58. (cancelled) 

59. (cancelled) 

60. (cancelled) 

61. (cancelled) 

62. (cancelled) 
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Appl. No. 10/3 11,814 
Arndt. dated Dec. 6, 2004 
Reply to Office Action of Sept. 8, 2004 

REMARKS 

Claims 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 now stand rejected under 37 CFR 

l.75(c) as being in improper form because a multiple dependent claim must refer to other claims in 

the alternative only. 

The method claims have been amended in accordance with Examiner's suggestion; namely "and" in 

the listing of the dependent claims has been changed to --or--. The composition claims have been 

cancelled without prejudice as to filing a continuation application. 

Claims 11-13, 22-25, 30-33, 35, 27, 39, 41, 43, 45, 47 and 49 are allegedly rejected under 35 U.S.C. 

112, first paragraph because the specification, while being enabling for the treatment, prevention, 

stabilization or reversal of iron induced cardiac/heart disease, does not reasonably provide 

enablement for the treatment, prevention, stabilization or reversal of cardiac/heart disease in general. 

It is stated by the Examiner that the specification does not enable any person skilled in the art to 

which it pertains, or with which it is most nearly connected, to practice the invention commensurate 

in scope with these claims. These claims have therefore been amended to specify the disease as iron 

induced heart disease. 

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58, and 60-62 now stand 

rejected under 35 U.S.C. 112, second paragraph, as being indefinite for allegedly failing to 

particularly point out and distinctly claim the subject matter which applicant regards as the invention. 

The term "heavily transfused" has been replaced with the term "transfusion dependent" which term is 

supported in the disclosure as filed with PCT at page 23, line 25, page 35, line 27, page 38, .line 23, 

and page 41, line 20 and line 29. 

Claims 8, 9, 10, 18, 55-58 and 61 are rejected under U.S.C. 102(b) as being allegedly anticipated by 

any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. "U") or Hoffbrand (Examiner cit. Ref. 

"V"), each of record, for the reasons as set out in the previous Office Action. These claims have been 

cancelled without prejudice to filing a continuation application. 

Claims 8, 9, I 0, 18, 55-58 and 60-62 are rejected w1der 35 U.S.C. 103(a) as being unpatentable of 

Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. "U") or Hoffbrand (Examiner cit. Ref. "V"), as 

above in view of Lai (U.S. Patent No. 5,922,761), each of record. Again, these claims have been 

cancelled without prejudice and will be pursued in a continuation application. 
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Further to discussions with the Examiner on December 1, 2004, it was agreed that if all the Section 

112 objections and improper form objections were properly addressed that the method claims would 

be allowable. Applicants submit this has been done for the reasons set out above aud it is assumed 

that this application will now proceed to allowance. The Examiner is thanked for his co-operation in 

this regard. 

Attached for Examiner's review is an Information Disclosure Statement. The references cited in the 

Information Disclosure Statement are available on the enclosed CD, which is for reference purposes 

only. Please be advised that the references were cited in Applicant's corresponding PCT, European 

and Chinese patent application and these documents do not impact on patentability. 

If the Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414. 

Enclosures 
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IN THE UNITED ST ATES PATENT OFFICE 

Applicant: 

Title: 

Inventors: 

Examiner: 

Group A11 Unit: 

Apotex Inc. 

A NEW USE FOR DEFERIPRONE 

Michael Spino and Antonio Piga 

Raymond J. Henley m 
1614 

Our Ref.: PC-1834033 
!CUSTOMER NO. 2360~ 

Agent: Neil H. Hughes, P.Eng. 
c/o Ivor M. Hughes 
Barrister & Solicitor 
Patent & Trade Marie Agents 
Suite 200 
175 Commerce Valley Dr. W. 
Thornhill, Ontario 
Canada L3T 7P6 

Due Date: December 8, 2004 

RESPONSE TO OFFICIAL ACTION 
OF SEPTEMBER 8, 2004 

December 6, 2004 

VJACOURIER 

U.S. Patent and Trademark Office 
220 20th Street South 
Customer Window, Mail Stop Amendment 
Crystal Plu.a Two, Lobby, Room 1803 
Arlington VA 22202 

Dear Sir: 

This submission is in response to the outstanding Official Action dated September 8, 2004 and due 

for response December 8, 2004. Should any fee be required for this submission or if there is any 

deficiency or surplusage of fees required please obtain any such fees or deficiency or credit the 

SW'plusage to Deposit Account 08-3255 and advise Applicants' Agent. 

Please enter the following submissions: 

01/28/2005 FPATTERS 00000001 OC.3~~~ 10311814 

01 FC: 1202 4150. 00 Ill\ 
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Appl. No. 101311,814 
Arndt. dated Dec. 6, 2004 
Reply to Offi" Action of Sept 8, 2004 

Further to discussions with th.e Examiner on December 1, 2004, it was agreed that if all the Section 

112 objections and improper fonn objections were properly addressed that the method claims would 

be allowable. Applicants submit this has been done for the reasons set out above and it is assumed 

that this application will now proceed to allowance. The Examiner is thanked for his co-operation in 

this regard. 

Attached for Examiner's review is an lnformation Disclosure Statement. The references cited in the 

Information Disclosure Statement arc available on the enclosed CD, which is for reference purposes 

only. Please be advised that the references were cited in Applicant's corresponding PCT, European 

and Chinese patent application and these documents do not impact on patcntability. 

rfthc Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414. 

Enclosures 
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FE~·17·05 16:29 From: IVOR M. HUGHES SARR&SOL . 9057716420 

IN THE UNITED STATES PATENT OFFICE 

!CUSTOMER NO. 2360'71 
Application SerinJ No. 10/311,814 Our Ref: PC-1834033 

Filing Date: April 4, 2003 

Applicant: Apotex inc. Agent: Neil H. Hughes 
Suite 200 

T·531 P.01/08 Job-808 

P.cCEIVED 
CENTA.Al FAX CENTER 

JAN 1 7 2005 

175 Commerce Valley 
Drive West 

Title: A NEW USE FOR DEFBRIPRONE 

Inventors: Michael Spino and Antonio Spiga 

Examiner: Raymond J. Henry ID 

Group Art Unit: 161"4 

No. of Pages of Response Including this sheet: 1i_ 
DELIVERED TO FACSIMILE NO. (703) 872·9306 

U.S. Patent and Trademark Office 
220 20th Street South 
Customer Window, MaiJ Stop Amendment 
Crystal Plaza Two, Lobby, Room 1B03 
Arlington, Virginia 22202 

Dear Sir: 

Thornhill. Ontario 
L3T 7J>6, Canada 

OFFICIAL COMMUNICATION 

CERTIFICATION OF FACSIMil..E TRANSMISSION 

l hereby certify that this paper is being facsimile transmitted to the United States Patent Office Facsimile No. 
(703) 872-9306 on the date shown below, inoluding: 

Date: February 17, 2005 

PAGE 1181 RCVD AT 211712005 3:06:17 PM [Eastern Standard Time]' SVR:USPTO.fFXRF01/4 1 DNJS:8729309 1 CSI0:9057116420 1 DURATION (mm.ss):02·38 
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.. 
FEB-17-05 16:29 From:IVOR M. HUGHES BARR&SOL . 

' 

Ivo~ M. Hughes 
Ban-lsur "SoUctwr 

Patent S Tfa.IU Mmk ~ 
Canada, Vn:iied St4Us 

Our Ref.: PC-1&34033 

February 17, 2005 

VIA l' ACSIMILE: 703-308-5017 

9057116420 

Director of the United States Patent and Trademark Office 
Attention: Deposit Accounts 
One Crystal Park 
2011 Crystal Drive, Suite 307 
Arlington, Virginia, 22202 

Dear Sir: 

Re: Response to Examination Report 
Application Serial No. 10/311,814 filed on Aprll 4, 2003 
of Michael Spino and Antonio Spiga 
for A NEW USE FOR DEFERIPRONE 
Group Art Unit: 1614 
Examiner: Raymond J. Henley UI 
Deposit Account No. 08-3255 
Customer No. 2360'7 

T-531 P.02/08 Job-808 

Barnsrers if1 Solkitur.i: 
lwr M. Hugllt1 

Rick Tuti 
M...l. Ng 

Patem Agmiir 
N d.I H. H>Wia. P.Eng. 

Marcelo K. SaTkis, P.E'llS{. 
Wm. 1'111 Sm&.m 

On December 7, 2004, we filed a response to an Examination Report issued by Examiner 
Raymond J. Henley IU. In that response, we requested that any additional fees be 
deducted from our deposit account, No. 08-3255. We have since been advised that the 
amount of $4,150.00 was deducted from our deposit account. We contacted the 
Examiner for this application, Raymond J. Henley In, and he does not know why this 
amount was removed. As such, our understanding of patent practice, along with that of 
the Examiner, is that this amount which was deducted from the deposit account was 
done so in error and that we require the full amount along with the $25.00 service 
charge be refunded. The nec~ary filing and claim fees of $4888.00 were properly paid 
when the application was filed as demonstrated by the attached cover letter whkh 
accompanied the original national phase entry application. The most recent 
amendment did not add any claims to the case and therefore was clearly an error on the 
part of the United States Patent Office. 

175 ~e Valley Dr. W., Slo!itc 200, Tlit>mhill, Ontttrio, Cllruida LIT 7P6 Phune: 905 771-6414 Fax: 905 771-6420 
h.,.h.-~t•• u••Yn Nww-1..,,nJ..., """""' O"f"rt,,;J. _.,..,;Jt'ii>; • .,_ .... ...._ .... ..,.~ 
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FEB-17-05 16:30 From:JVOR M. HUGHES BARR&SOL . 9057718420 T-531 P.03/08 Job-808 

2 

We enclose a copy of our deposit account statement for January 2005, showing the 
transaction that occurred in error. If the.re are any questions please let me know. 

Respectfully submitted, 

NHH:md 
Enclosures 

/cc: Raymond J. Henley III (via facsimile) 
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FEB-lT-05 16:30 From:IVOR M. HUGHES BARRlSOL . 

Ivor lVI. Hughes 
Patent 9 Trade Marie Aa~es 

CIJllQda, Uniud Statu 

Our Ref.: PT-1834033 

December 19, 2002 

VIACOURIEk 

The Commissioner of Patents 
UNITBD STATES PATENT OFPICB 
2011 South Clark Place 
Crystal Plaza 2, Room 1003 
Arlington, Virginia US.A. 22202 

Dear Sir: 

Re: National Phase Entry in the United States 
baaed on ~temational Application 
NumberPCT/CA01/00956filed on June 28,2001 
of Apotex Inc. · · 
for A NEW USE PO}'( DEFBRIPONE 
CUsTOMER NO. 23607 . 
Due Date: Decem}?er 30, 2002 

9057T164ZO 
~, 

T-531 P.04/08 Job-808 

.&nilun 8 Solid~ 
fwrM . H~ 

Rick Twti 
Paemi A.temi 

Nell H. HMf:/its, P.E"i. 
Marcdo K. Sarlcls, P.Eng. 

Wm. Kia Sinden 

COPY 

Enclosed herewith please find the following documentation for filing with the 
Com.mis9loner: · 

(a) Request Fonn PT0-1390 for National Entry into the United States of Americai 
(b) Informal combined Declaration for Patent Application and Power of Attorney 

document of Michael Spino and Antonio Piga; 
(c) Copy of Published International Application Number W002/02114 Al 

published January 10, 2002, and International Search Report; 
( d) Copy of Notification of Transmittal of the International Search Report; 
(e) Copy of Notification of Transmittal of the International Preliminary Examination 

Report; and 
(f) Preliminary Amendment attaching Exhibits A and B. 

The Claims that stand in this U.S. National Phase Patent Application are CWms 1, ~ 8 
to 13, 18, 22 to 26, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and Sl to 62. 

17' CommtTa Vok-j Dr. W., Suiie ZOO. Thornhill, Oruario, Ctl111ldal.3T 7P6 Phont: 905 771-6414 Fax: 905 771-6420 
...... c....: ..... . ........ :..-L. . .J. ...... _ --"· -..Jl;::;l..t •• • -&. . . ... ... . 
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FEB-17-05 16 :30 From:IVOR M. HUGHES BARR&SOL . 90577164ZO T-531 P.05/08 Job-808 

Page2 

Also, enclosed along with this material please find a cheque in the amount of $4,888.00 
US dollars made payable to · ''The Commissioner of Patents". This swn includes 
$924.00 for 11 independent claims over and above the three allowed per application,. 
$2,664.00 for 148 claims over and above the twenty claims allowed per application, 
$280.00 for multiple dependent claims fee, $890.00 for the International preliminary 
examination fee (37 CFR 1.482) not paid to USP10 but International Search Report 
prepared by the EPO or JPO, and $130.00 for .furnishing the oath or declaration later 
than 30 months from the earliest claimed priority date {37 CPR 1.492(e)). If there is any 
surplus·or deficiency, the Commissioner is authorized to credit the surplus or take the 
deficit from Applicant's Agent's Deposit Account No. 08-3255 and advise Applicants' 
Agent. 

Also enclosed herewith is a stamped, self-addressed verification card which we request 
that you .kindly acknowledge and return to tlUs office at the earliest opportunity . 

.. We.:;ti'µmk the Commissioner. fo~ his cooperation in ~:.-regard and looJ< for:ward,..bb· . . 
. rec:et\fmg filln ·data in this matter. ..~r·t : .. · '. . ·:-.~._ .. , .. ,·: ... . "· 

. :i·;·.' '-:: . ~· . .. . . . . ::]~ ... ~·;........ '?:.:~ ·:).. . ..· .' :~{\ ·: .:'1_> : ..... 

Respectfully submitted, 

f/lf~ 
Neil H. Hughes, P.Eng. 
Registration No. 33,636 
Agent for Applicant 
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FEB-17-05 16:30 From:IVOR M. HUGHES BARR&SOL . 9057716420 T-531 P.06/08 Job-808 

TRANSMITTAL LEITER TO THE UNITED STATES 
DESIONATED/EWCTED OFFICE (DO/EO/US) 

CONCERNING A FILING UNDER 35 U.S.C. 371 

A'n'OlN6Y 'S DOCKET HtlMlll!R 

PC-1834033 
U.S. i\Pl'UCATIOIOIQ. (lfkzlolMI...., l?C!'k U 

PRJOlUTY DATB C' .a, ... INTBRNAnONAL APPLICAT10~ NO. I INTBRNATIONAL FtUNG DATE 
PCT/CAOl/00956 28 June 2001 (26.06.01) 30 June 2000 (30.06.00) 
UTLEOF lNVorulUN 

A NEW USE FOR DEFElUPRONE 
APPLICANT(S) FOR DO/EO/US 

MICHAEL SPINO and A~CNia PIGA 
Applican& herewith submits to the United States De&ignatedlBlected Offiu (DO/EO/US) the following items aru:t other infortnation: · 

t. IXJ Thls is a FIRST submission of it811Ul ~~ng a fLling under 3S U.S.C. 371. 

2. 0 This is a SECOND or SVBS£QU.ltNT s~isaion of'iUlms cooc11ming a filing under lS U.S.C. 371. 

3. [II This Is an 8J¥es& request io bogin ll.lllional examinaliou procedures (35 U.S.C. 3 71(1)). The submiJ&ion must include 
items (5), (6), (9) and (21) iDdic:ated below. 

4. D The US ha.I: been alac:ted (Anlcla 31). 

'· ~ A copy oflhc lntmnatioaalAppliclltiou as fLled .(35 U.S.C. 371(cX2)) 
a. ~ is eU4Gbcd hcmo (roquircd only if not oommwsioatlld by tho m=aational BllRllll). 

b. D has hocn conmu.utieated.by the lntematiooaJ Bureau. 
c. 0 is not requir¢. as the application wu filed in !ht: Un.it.ed S1at~ IW:eiving Office (R~/US). 

6. D An Enalish language transladon ortbe lntem.ati<mal AppHartion as med (3S u.s.c. l7l(c)(2)). 

a. D le attached hereto. 
b. 0 has boen prevlousty s\lbmtuoci 1mcm 3.S u.s.c. 134(d)(4). 

7. [XI Amtndro.enls to the claimi of the lnlemationai Application under PCT Ardcle t 9 (JS U.S.C. 3 7l(e)(3)) 
a. [!J are attached hereto (roquired only if not communicated by the lnlcrnational Bureau). 

b: CJ have been commw\icllled by tho lntarnatk>nal Bureau. , 

c. D have net been made; however, "the tiplc limit fur making such ITDWiments has NOT expired. 

d. 0 hAvc not been made and will not he made. 

s. D A~ llrq;liish languago tnmslaUoQ oflhe ilffiCndmeais to lhe claims Wider PCT AnSc\e 19 (3!1 U.S.C. 371 (c)(3)). 

9. IX] Ao oalh or declaration of the inveo1Dr(~)(3S U.S.C. 371(c)(4)). (lbfoTIUal) 

10. 0 An English language UllDJJatiou. of the annexes of the lnremadonal Preliminary Bumination Report under PCT 
Amcle 36 (3' u.s.c. 37l(cX~)). 

Items 11 to lO below C4)1lcenl documonl(•) or tnformadoa IDCluded: 

11. 0 An lnfomultion Disclosure Sta&cmmlt llllder 37 CPR 1.97 and l..98. 

I . ·.:• 

U. 0 An assignment document for recording. A .mpatato cover £beet in compliance with 37 CPR. 3.28 and 3.31 is included. 

13. DD A preliminary amendmart. 

14. 0 
1s.D 
16.0 
17.0 

18.Q 

19.o 

20.GJ 

AJlApplication Data Shoet undor37 CFR 1.76. 

A substitute specification. 

A. power of attorney and/or change of addrc&s letter. 

A computor·readable foml of?Mseq11cntc listing in accordance with PCT Rule IJttr.21\Jld 37 CPR J.821- l.82S. 

A second copy of the published inlemation.al application under 3S U.S.C. JS4{d)(4). 

A sa:ond copy otlhe l!ngllsh tanauage 1f811SlatJon otthe lntemallonal appllcatk>.o llDl1er 35 U.S.C. l54{d)(4). 

Olherit~ or information: Acknowledgement Receipt Card 
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FEB-17-05 16:31 From:IVOR M. HUGHES BARRISOL . 90577164ZO T-531 P.OT/08 Job-808 

~A>fUCA'TIONNO.~ - n era 1....1 I ~11~ .41tUCA'llllCCHo. Pctfo.Adi iod9~6· I 4lTO!ltll\1 oocur-. 
PC-1834000 · 

21.[i! The followice f.ees uesubmitted: ·' CALClJLATIONS PTOUSEONLY - ~ 

BASJC NATJONAI.. JIU (l7'CFR tm (a) m- (S)}: 
N.i!Mr int-mational i-timinary examination M (37 GFR l.4n) 
nor iu*1Wional ICIUCh fee (37 CFR ~)~aid 10 USPTO 
and lnt:emabonal Search Report not p y e EPO or JPO • •......... $1040.00 

hlJem&tional ~~limin.ary examination fco (37 CFR 1.482) not paid to 
USPTO bill niomationid Search Repon prepared by lhc BPO or JPO ••• . . . . • $890.00 

International prellmlaary examination tee (37 CFR t .482) not paid to USPTO 
but in1en1Ational .. ...,b £- (l7 CFR 1.44S(aX2)) p:aid to USPTO • . . • .• •.••• $'140.00 

hncrnational preliminaty examination foe (37 CFR 1.482,~d to USPTO 
but all claims did not sadsfy provistom of'PCT Article 3 )-(4) • ....... . $710.00 
Iuteruational preliminary examination fee (37 CFR. 1.482) paid to USPTO 
and all claims satisfied provisions of PCT Article 33(1)-(4) .............•.. $100.00 

ENTEltAPPROPltJATE BASIC FEE AMOUNT e: $ 840. 00 
SuttharJie of$130.00 for Nmishina the oalh or dectantion later than 30 mon1hs 
ft'Olll OW arllect claimed prloricy elite (37 CFB. tA9:Z(a)}. s ll0.00 

CLAIMS NUMBER PILED 'NUMBER. EX'I1tA RATE s 
Total claima 168 . 2() = 148 lt Sll.00 $ 2,664 . 00 

l t claims l4 -3"' 11 x $14.00 $ 924.00 
!MULTIPLE DBPBNDBNT CUJM(S) (If apptlcable) + $180.00 $ 280.00 

TOTAL OF ABOVE CALCULATIONS - s 4,888.00 
0 Applicant claims small entity status. See 37 CFR t.27. Tbe fees indicated above 

are mluced by 112. $ 
+ 

SUBTOTAL ;:a $ 4 . 888.00 
Processing fee of J 130.00 for ~ the &f!sh tt8!19lazlon later 1han 30 momhs s .. 
&om the eilrtiest aibled prioritY ~ 7 CPR A92(f)). --·- ., 

r . :rv1 AL NA'1·!u~ •..!.. FEE - $ 4 , 888.UU 

Fee for recording the enclosed assignmcct (37 CFR l.2~~ Tho ass~ent must be 
accompanied by an appropri~ cover shoot (37 CFR 3. , .31). S40 per property + s -

TOTAL FEES ENCt nSED - $-·4 -868.00 
MnOHt to ba 

ref muled: $ 

cbArged: s 

a.~ A check in the amount of s 4,888 .00 USD to cover lbe above foe$ iJ onelosed. 

b. D Please charge my Deposit Account No. in the amount of S to cover the above fees. 
A duplicaae copy oftbia sh= ia ~ 

o. [!I The Conml~lonff' Ill hereby auihoriaed co otwg. "'1'/ Miditlcmal c- which -Y be ~•quired. or weclit any 
overpaymeiit to D&posit Account No. 08"'.' 3 25~ . A dupU~ copy of this shecc is enclosed. 

d. D Pea IU'C to be charged to a credit care!. WAR.NING: IDfonnation on this fonn T11Aybecome public. Cmltt card 
tnformattoa abould aot M l.bda.ded oa tbb form. Provide mKill card information and 1111horization Oil PT0-2038. 

NQ'n:: Wbere ~appropriate Umo limit oder 37 CFR 1~95 baa noi beeu met, a petfdoa to revive (37 CPR 1.137 (•) 
or (b)) must be filed and araated to restore the applludo• m pcdlllg ltatua. 

C; /} .o Wl SEND AU.COllRESPONOENC8 TO: 

Slv - ·-r ...__... QI , 
Neil B~ Hughes , . Ena. 

NAMB -
~3 . 636 

IU!GISl'RA TIO~ NtJMBliJl 
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FEB-17-05 18: 31 From:I VOR M. HU~HES BARR&SOL. 905TTI 84ZO T-531 P.08/08 Job-808 
-. -1·--··. --- ··-···· ···-·-···-··· 

@ United States 
Patent and 
Trademark Office COPY 

DeposltACJ;Q.l.fJJiStatament 

Reque•ted Statement Month: 
Deposit Account Number; 
Name: 
Attontlon! 
Address: 
City; 
State: 
Zip: 

DATE SEQ POSTING 
REFTXT 

January 2005 
083255 
IVOR M. HUGHES, BARRISTER & SOLICITOR 
ESTE HUGHES 

175 COMMERCE VALLEY OR WEST 
THORNHILL. 

L3T7P6 

ATTORNEY FEE 
DOCKET CODE AMT BAL 
NBR 

0112s 1 1oa11s14 Pc-1a34033 1202 

01/31 77 SERVICE CHARGE 9202 
$4.160.00 $924.09 
$25.00 $899.09 

START 
BALANCE 
$5.074.09 

SUM OF SUM OF END 
CHARGES RcPLENISH BALANCE 
$4,175.00 $.00 $899.09 

Need Help? I Retur1l to US PTO Horne Pu~~ I Retµr{I t;o .Fin~l'!.(!e Qreli{I~ Sb.Qpping 

PAGE 818 • RcVo AT ~1112005 3:06:17 PM !Ea~em Stan~ard Timef • SvR:USPTo.£FXRF·1/4 • DNJS:8729309 • cs10:9051716420 •DURATION (mm-ss):oz.3g>s12oos 
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Ivor M. Hughes 
Barrister & Solicitor 

Patent & Trade Mark Agents 
Canada, United States 

Our Ref.: PC-1834033 

March 7, 2005 

y-IA,COURIER 
1 For Pick-Up at t~cal Federal Express Facility 

Attention: Examiner Raymond J. Henley III 

The United States Patent and Trademark Office 
'"- 400 Dulany Street 

Alexandria, Virginia 
22313, U.S.A. 

Dear Examiner Henley: 

' .. 

Re: United States Patent Application Serial No. 10/311,814 
of Apotex Inc. 
for A NEW USE FOR DEFERIPONE 
Inventors: Michael Spino and Antonio Piga 
Examiner: Raymond J. Henley III 
Group Art Unit 1614 
Customer No. 23607 

!61Ll; 
Barristers & Solicitors~ / .' 

ll!Or M. Hu~ghe 
Rick Tuv· 
Mark g 

Patent Agents 
Neil H. Hughes, P.Eng. 

Marcelo K . SarKis, P.£ng. 
Wm. Kiu Sinden 

Samuel T. Tekie, P.Eng. 

In accordance with the recent telephone conversation with Examiner Henley, enclosed please 
find a supplementary CD with the references cited in the previously submitted Information 
Disclosure Statement dated December 6, 2004. 

If the Examiner has any questions or comments, he is requested to contact Neil H. Hughes at 
(905) 771-6414. 

Neil H. ug s, P.Eng. 
Registration No. 33,636 
Agent for Applicant 

J. NHH/md 
· i Enclosure 
.I 

175 Commerce Valley Dr. W., Suite 200, Thornhill, Ontario, Canada L3T 7P6 Phone: 905 771-6414 Fax: 905 771-6420 
website: www.iuormhughes.com email: mail@iuormhughes.com 
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ARTIFACT SHEET 

Enter artifact number below. Artifact number is application number+ 
artifact type code (see llst-l;>elow) + sequ~nti.al letter (A, B, C ... ). The first 
artifact folder for an artifact type receives the letter A, the second B, etc .. 
Examples: 59123456P A, 59 l 23456PB 59 l 23456ZA, 59123456ZB 

~Ll.OL/~llfpfr · 
Indicate quantity of a single type of ~fa treceiv~d but not scanned. Create 
individual artifact folder/box and artifact number for each Artifact Type. 

D 
D 
D 
D 
D 
D 

D 

CD(s) containing: D computer program listing 
Doc Code: Computer Artifact Type Code: P 
pages of specification 
and/or sequ~nce listing 
and/or table 

D 
Doc Code: Artifact Artifacµ,Ype Code: S 
content unspecified or combined l,lJ 
Doc Code: Artifact Artifact Type Code: U 

Stapled Set(s) Color Documents or B/W Photographs 
Doc Code: Artifact Artifact Type Code: C 

Microfilm(s) 
Doc Code: Artifact Artifact Type Code: F 

Video tape(s) 
Doc Code: Artifact Artifact Type Code: V 

Model(s) 
Doc Code: Artifact Artifact Type Code: M 

Bound Document(s) 
Doc Code: Artifact Artifact Type Code: B 

Confidential Information Disclosure Statement or Other Documents 
marked Proprietary, Trade Secrets, Subject to Protective Order, 
Material Submitted under MPEP 724.02, etc. 

Doc Code: Artifact Artifact Type Code X 

Other, description: -------------- - 
Doc Code: Artifact · Artifact Type Code: Z 

March 8, 2004 
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Please forward to Group Art Unit I '7 I 'f 
Amended Compact Discs 

EXAMINER NOTE: THIS PAPER IS AN INTERNAL WORKSHEET ONLY. DO NOT ENCLOSE 
WITH ANY COMMUNICATION TO THE APPLICANT. ITS PURPOSE IS ONLY THAT OF AN 
AID IN HIGHLIGHTING A PARTICULAR PROBLEM IN A COMPACT DISC. 

THE ATTACHED CD (COPY 1) HAS BEEN REVIEWED BY OIPE FOR 

COMPLIANCE WITH 37 CFR 1.52(E). Please match this CD with 
the application listed below. 

Date: I I J~oo~ 
Serial No./Control No. I / 
Reviewed By: ly;7)1 Phone: i._JOf'9;J-JO ex/-./{(? 

0 The compact discs are readable and acceptable. 

D Copy 1 and Copy 2 of the compact discs are not the same. 

D The compact discs are unreadable. 

~e files on the compact discs are not in ASCII. 

D The compact discs contain at least one virus. 
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I 
·· : · .. .,, 

""R-17-05 13:15 From:IVOR M. HUGllES BARRlSOL . 9057Tl64ZO T-583 p .01 Job-866 

IVOR M. HUGHES 

BARRISTER & SOLICITOR 
175 COMMERCE VALLEY DRIVE WEST 

SUITE200 

RECEIVED 
CENTRAL F/4Y. CENTER 

THORNHILL, ONTARIO 
CANADA 
L3T7P6 

Facsimile (905) 771-6420 

FACSIMILE COVER SHEET 

DATE: 
TO: 
COMPANY: 
FAX NO: 
FROM: 
OUR REF: 
YOUR REF: 

March 17, 2005 
Examiner Raymond J. Henley Ill 
United States Patent and Trademark Office 
1-703-872-9306 
Neil H. Hughes 
PC-1834033 

NUMBER OF PAGES INCLUDING COVER PAGE: 

MESSAGE: 

Please see the attached letter and attachments. 

Please notify the tmdersigned if you did not receive all pages as indicated: 

Telephone: (905) 771""6414 Ask for: MoTag Dowell 

MAR 1 ·7 2005 

9'J'he following ma!Erial is intended for use only by the individual or entity to which 
it i• apeci!l.cally addressed above and should not be read by, or delivered to, any 
other petton. Such material may contain privileged or confidential information, the 
ditlc:loS\U'C or other use of which by othar than the in binded recipil!nt may result in 
the breach of certain laws or the infringement of rights of third parties. If you have 
received this fAcaimile in enor, pleiusc notify \l5 brunediately by calling our offkei: 
(collect if necessary) at (905) m-6414, so that we can' make appropriate arrangements 
for the return of this facsimile and any confirmation copy which you may receive by 
mail, at our expense. We thank you in advance for your cooperation and as6istnnce. 
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Our Ref.: PC-1834033. 
March 17. 2005 

VIA FACSIMtLE 703-308-5077 

Mail.Stop 16 . 

9057116420 

RECEIVED 
CENTRAL FAX CENTER 

MAR l "7 2005 

Director of the United States Patent and Trademark Office 
P.O. Box 1450. 
Arlington,. Virgini~ 22313-1450 

Dear.Sir: 

Re: Response to Examination Report 
Application Serial No. 10/311,814 filed on April 4, 2003 
of Michael Spino. and Antonio Spiga 
for A NEW USE FOR DEFERIPRONE 
Group Art Unit. 1614 
Examiner: . Raymond J. Henley m 
Deposit Account No. 08~3255 

. . Customer No. 23607 

T-583 P.02/08 Job-866 
!tor M. Hvcliat 

RkkT\ld 
Matl<.Ni 

P11toit Arent. 
NrilH. Ii~, P.Bll(. 

Marulo K. Sarlas, P.Bng. 
Wm. Ktt.i Stnd.in 

Samuel T, Te/de, P.En.g. 

On December 7, 2004, we filed a response to. an Examination Report issued by Exam.in.ex 
Raymond J. Henley III. In that reeponse, we requested that any addJtlonal fees be 
deducted. from. our deposit account, No. 08-3255. We have since been advised that the 
amount of $4,150.00 was. deducted from our deposit account. We contacted the 
Bxaminer for this applicati~ Raymond J. Henley Ill, and he does. not know why this 
amount was removed. As such,. our understanding o£ patent practice, along with that of 
the. Examiner, Is that this amount which was deducted from the deposit account was 
done so in error and that we require the full amount along with the $25.00 service 
charge be re.funded. The necessary filing and claim fees of $4888.00 were properly paid 
when the application was filed as demonstra~ by the attached cover letter which 
accompanied the original national phase entry application. The most recent 
amendment did not add any claims to the case and therefore was clearly an error on the 
pftl't of the United Stat'es Patent Office. 

175 Conuncu Valley Dr. W., Suite 200, Thornhill, Onrarlo, Canada WT 7P6 Pliant: 905 7714114 Fax: 905 771-6420 
~bsltt1 wlW/.~.corn miail: ~.com 

PAGE 214 'RCVD AT 31171200511:51:42 AM [Eastern standard Time! 1 SVR:USPTOOXRF·1/0 1 DtllS:8729306 1 CSID:905n16420 •DURATION (rnnrss):01.JO 

 
317 of 435

Taro Pharmaceuticals, Ltd. 
Exhibit 1004



.i_, • 

t.!AR-17-05 13:16 From:IVOR M. HUGKES BARR&SOL. 9057716420 T-583 P.03/08 Jab-866 

2 

We enclose a copy of our deposit account statement for January 2005, showing the 
transaction that occurred in error. If there are any questions please let me know. 

NHH:md 
Enclosures 

cc: Raymond J. Henley ill (via facsimile) 
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,.:_. ' ~ ' 

~R-IT-05 13:16 From:IVOR·M. HUGHES BARR&SOL . ·r•• .ivo~;..,!nes 
Pc#ent l9 Tnidt M4l4' t\amU 
~ tJ1*cd Sknts 

Our Ref.: PT-1834033 

December 19, 2002 

VIA COURIER 

The Commissioner ot Patents 
UNITED STATBS PATENT OFFICE 
2011 South Qark Place 
Cryatal Plaza 21 Room1503 
Arlington, Virginia U.S.A. 22202 

Dear Sir: 

Re: Natiorutl. Phase Entry in the United States 
based on ~ternaij.onal Application 
Nwnber PCT /CA01/00956''filed on June 28, 2001 
ofAp<>texlnc. "· . ·,. . ":·'. : '. .... ,. ·/' 
for A NEW USE FOR DBFl®PONE 
CUsTOMER NO. 23607 .. 
Due Date: December 30, 2002 

905T7164ZO 

) 

. ·. 

.. . .. ~· ·, 

t >: : 

T-583 P.04/0B Job-866 --·--•¥ ...... ~ 
IwrM. lf. 

RidTutJ 
P.-A,etU:I 

Nef!H. Hudm, P.l?g. 
Marcelo K. Striis, P.Eng. 

Wm. l('iti Sfnderi 

COPY 

Bnclosed herewith please find the following documentation for filing with the 
Commissioner: 

(a) Reque9t Fonn PT0-1.390 for Natiorutl Entry into the Untted States of Americai 
(b) Informal combined Declaration for Patent Application and Power o~ Attorney 

document of Michael' Spino and Antonio Piga; 
(c) Copy of Publi.llhed lntemational Application Number W002/02.114 At 

published January 10, 2002, and International Search Report; 
(d) Copy of Notification of Transmittal of the International Sear~ Report; 
(e) Copy of Notification of Transmittal of the Int.emational Preltminary Examination 

Report; and 
(f) Preliminary Amendment attaching Exhibits A and B. . 

The Claims that stand in this U.S. National Phase Patent Application are Claims 1, 2, 8 
to 13, 18, 22 to 16, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and 51 to 62. 

l75Cornmtru Valle, Dr. W., Suiu 200, Thomhill, Ontcrio. Canada LlT 7P6 Phont!: 905 771-~14 Fax: 905 771-6420 
websire: www.i~/,u.(;O!l'I emoil: mall@ivmmhugl.a.com 
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~IAR-lT-05 13:17 Fram:IVOR M. HUGHES BARRlSOL . 90577184ZO T-584 p .01 Job-867 

IVOR M. HUGHES 
BARRISTER & SOLICITOR 

1?5 COMMERCE VALLEY DRIVE WEST 
SUITE200 

RECEIVED 
CENTRAL FAX CENTER 

THORNHILL, ONTARIO 
CANADA 
L3T7P6 

Pccsinrlle(905)7'71-6420 

FACSIMILE COVER SHEET 

DATE: 
TO: 
COMPANY: 
PAX NO: 
FROM: 
OUR REF: 
YOURR.EF: 

March 17, 2005 
Examiner Raymond J. Henley Ill 
United States Patent and Trademark Office 
1-703-872-9306 
Neil H. Hughes 
PC-1834033 

NUMBER OF PAGES INCLUDING COVER PAGE: 

MESSAGE: 

Please see the attached letter and attachments. 

Please notify the undersigned if you did not receive all pages as indicated: 

Telephone: (905) 771-6414 Ask for: Morag Dowell 

MAR 1 ·7 2005 

•The following material is intended for use only by the individual or entity to which 
it is specifically addressed above and should not be read by, or delivered to, any 
other person. Such material may contain privileged or confidential information, the 
dwclo8Ute or other""' of which by other than the int.ended recipient may result in 
the breach of certain laws or the infringeinent of rights of third parties. If you have 
rCQCive<l this facsimile in error, p~ notify us inurutdiat.ely by calling our offices 
(collect ii necessary) at (905) m-6414, so that we can make appropriate arrangements 
for the return of this facsimile and any confirmation copy which you may receive by 
mail, at our expense. We thank you in advance for your cooperation and assistance. 

PAGE 118 1 RCVD AT 31111200511 :53:28 AM !Eastern Standard Tl!MJ I SVR:USPTOOXRF·1/6 101ns:8729306 1 CSID:905n16420 t DURATIOH (lnnrss):Q3.32 
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t.4AR-17-05 13 :17 From:IVOR M. HUGHES BARR&SOL . 

·• · • .i.vur .Lu .• i:;, _.gues 
Barrister 8.-S~ 

Pauni II Thxde Mat* A,etiU 
O:ln.:ula.. Unlted $~ 

Ot1t Ref.: PC-18340'33. 
Mai-ch 17. 2005 

VIA FACSIMILE 703-308-5077 

Mail.Stop 16 . 

90577164ZO 

. RECEIVED. 
CENTRAL FAX CENTER 

MAR I :.7 2005 

Director of the United States Patent and Trademark Office 
P.O. Box 1450 
Arlington,. Virginia, 2231~ 1450 

Dear.Sir: 

Re: Response to Examination Report 
Application Serial No. 10/311,814 filed on Aprll 4, 2003 
of Michael Spino. and Antonio Spiga 
for A NEW USE FOR DEFBRJPRONB 
Group Art Ut:Ut. 1614 
Examiner: . Raymond J. Henley ill 
Deposit Account No. 08-3255 

. . Customet No. 23607 

T-584 P.OZ Job-867 
lttorM. H~ 

Rick Tud 
Marir.Ng 

Paknt A,mt:. 
'N..!H. ~. P.Bll(. 

Marctlo K. Semas I P.Hng • 
Wm. I<Ut Slndin 

SQl1\uel T. Tekie, P.Eng. 

On December 7, 2004, we filed a response to. an Examination Report issued by Examiner 
Raymond J. Henley III. In that resPonsc, we. req~ted that any addittonal fees be 
.deducted from our deposit account, No. 08-3255. We have since been advised that the 
amount of $4,150.00 was. deducted from our deposit account. We contacted the 
Bxanliner for this application,, Raymond J. Henley Ill, and he does not know why this 
amount was removed. As such,. our understanding of patent practice, along with that of 
the Examiner, is that this amount which was deducted from the deposit account was 
done so in error and that we require the full amount along with the $25.00 service 
charge be refunded. The necessary filing and claim £ees of $4888.00 were properly paid 
when the application was filed as demonstrated by the attached. cover letter which 
accompanied the original national phase entry application. The most recent 
amendment did not add any cla.ims to the case and therefore was clearly an error on the 
part of the United Sbltes Patent Office. 

175 ~ Valky Or. W., Suite 200, Thomhill, Ontario, Caiwl4LIT7P6 I'1wfu!: 905 771·6414 PclX: 905 771-642.0 
~bsice: www.l11ormhu:hu.com · emiW: ~-com 
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MAR-17-05 13:18 From:IVOR M. HUGHES BARR&SOL . 9057TI 64ZO T-584 P.03/08 Job-867 

} ' } 

2 

We enclose a copy of our deposit account statement for January 2005, showing the 
transaction that occurred in error. If there are any questions please let me know. 

Nl-ffi:md 
Enclosures 

cc: Raymond}. Henley III (via facsimile) 
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""R-17·05 13 :18 From: IVOR M. HUGHES BARR&SOL . 
.1vor 1v1. Y ~nes 

Bcsnisier B &Udtor 

Our Ref.: .PT-1834033 

December 19, 2002 

VIA COURIER 

The Commissioner of Patents 
UNITED STATES PATENT OFFICE 
2011 South Clark Place 
Crystal Plaza 2, ROOD\ 1B03 
Arlington, Virginia U.S.A. . 22202 

Dear Sir. 

Re: National Phase Entry in the United States 
based on ~ternational Application. 
Number PCT /CA01/00956'tiled on June 28, 2001 
of .A.pbtexlnc. "· · · .... ·.:~: ·. , .. , · ;; 
for A NEW USB FO~ Dl!FERlPONE 
CUsToMER NO. 23607 '. 
·nue Date: pecember 30, 2002 

9057716420 

) 

,·,,.·: 

!>:: 

T-584 P.04/08 Job·86T 
""""' J MtKo4 • U ~Ul.\Cl40t"'s 

IwrM. H~ 
Rick Tuli 

Pcdent .Apnu 
Neil H. H~, P.Bng. 

Mo:rctto K. Sarkis, P.Bng, 
Wm. Kitt Sinden 

COPY 

:· . 

Bncloeed herewith please find the foll6Wing documentation for filing with the 
Commissioner: 

(a) Request Form PT0-1;390 for National Bntry Into the United States of America; 
(b) Informal combined Declaration for Patent Application and Power o~ Attorney 

document of Mlchael'Spino and Antonio Piga; 
(c) Copy of Published International Application Number W002/0'll14 Al . 

published JanuaI}' 10, 2002, and International Search Report; . 
(d) Copy of Notification of Transmittal of the Jntemational S~ Reporti 
(e) Copy of Notification of TraiumUttal of the International Prelim1nary Examination 

Report; and 
(f) Preliminary Amendment attaching Exhibits A and B. 

The Claims that stand in this US. National Phase Patent Application are Claims 1. 2, 8 
to 13, 18, 22 to 26, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and 51 to 62. 

l 7S Cmnmtrce Valle, Dr. W., Suite 200, Thom/tilt. Ontario, Canada L3T 7P6 Pliant: 9a5 77 l .()4 l 4 Fiu: 905 771-6420 
· web~: www.i~s.rom email: mail@iwniw~.com 
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tAAR- 17-05 13: 18 •••• • From : IVOR M. HUGHES BARR&SOL . 
) 

9057716420 T-584 P.05/08 Job-86T 
. ) 

Pagel 

Also, enclosed along With this material please find a cheque in the amount of $4,888.00 
US doUars made payable to "The Commissioner of Patents". This sum includes 
$924.00 for 11 independent claims over and above the three allowed per application, 
$2,664.00 for 148 claims over and above the twenty claims allowed per application, 
$280.00 for multiple dependent claims fee, $890.00 for the International preliminary 

. examination fee (37 CPR 1.482) not paic:I to USPTO but International Search Report 
prepared by the BPO or }PO, and $130.00 for furnishing the oath or declaration later 
than 30 months from the earliest claimed priority·date (37 CFR 1.492(e)). If there is any 
surplus -or deficiency, the Commissioner is authorized to cr~t the surplus or take the 
deficit from AppliQUlt's Agent's Deposit Acccnmt No. 08-3255 and advise Applicants' 
Agent. 

Also enclosed herewith is a stamped, selJ-add.ressed verification card which we request: 
that you kindly acknowledge and return to this office at the earliest opportunity . 

. ,W~>:.~ ~ Commission~. lt;>:r; bis cooperation in ~f~~ga_r~ ~d 1001< f~~CU:4 ;ij>- ., ~ . ece!'·~· filin ·'d tlUs - ,._ - . ~,.-'-~ - . . ..... ' .. . . 
:r ··r.:t;.'~~·~~:~_,· ~;: atain .- .~~: . _ · -~~}~~·--: ~r*· ':·\~,.:. : :: : -_,;~~~~l:> .~l1i~:··'·;~.'.:, .. 
Respectfully submitted, 

f/l/Jj1 
Neil H. Hughes, P.Eng. 
Registration No. M,636 
Agent for Applicant 

- PAGE 518. RCVD AT 3/111200511:53:28 AM {Eastern standard Time) . SVR:USPTOOXRF·l/61 DtnS:87293061 CS1D:9057716420 I DURATIOH (lnm-ss):03-32 

 
324 of 435

Taro Pharmaceuticals, Ltd. 
Exhibit 1004



!N.R-17·05 13 :19 From: IVOR M. HUGHES SARR&SOL. 9057716420 
T-584 P.06/08 Job-867 

••• • -·-···- ·· ~· )-'"'""'......., 1~Ul'RCll • .-.-r.,..···-)aooaxm~ · LNSv. ll·UIO'li> . ' ,' ' ' , • 

TRANSMITTAL LETI.ur<. TO nm UNITED STATES · J>~ -
34033 

DESIGNATBD/EtlSCTBD OFFICE (DO/EO/US) t-:u:"A.s."'!":m='u"::'c...==nON=NO~. Of\:llllWll.::-'.---::,,~cn~u~-1 
CONCERNING A FILING UNDER 3S U.S.C. 371 

PRIO DATBCLAJMBD IN'l'BRNATIONAL ATB 
28 ·J~ne .200 l ( 28. 06. O.l) 30 June 2000 (30,06.-00) 

.A NEW us~ FOR DEFBRIFRONE 
APPLlCANT(S) FOR DOIEO/U~ 

MtCM.BL SPINO aii.d ANlOONUl PIGA 
Applicant hmwath so •ts to nited States Deeignated/Blected Oflke /PJJ S) the ollowin2 iteina lbl.4 odlor alion: · . . 
l. liJ This is a FIRST submission of items co~ a filing ufllW JS U.S.C. 371. 

2. 0 'l'h.15 ls a SECOND or StJBSEQUINT ~ntlmon of Items conceming a filing Wider 3S U.S.C. 371. 

3. [II This is a~ e~ross iequeat 'to bp uational ~tion pro~ (3' U.S.C. 31l(f)}. 1be submission must inotudo 
itoms (5), (6>. (9) and (21) IJ!dleatod bolow. . 

4. D ne us· 1ias been e~ cAlticio 31). .. . . 
s. 00 A QO}ly of tho Intm11ational.Application as fi1o4 ,(35 U.S.C. 37l(o)(Z)) 

a. Ill ia auadlcd blftlx> (req\lfred (Inly if not oommuia{gotod by 1hc IDUlrnMIOS\Al ButoaQ). 

b. 0 haa becncommunioate<lby theln~tiOllJll Bllle8u. 
ci. 0 i11 aot niq~ aa 1M appltcati()n was filed in the Ullitcd States Rueiving otlioo (RO/US). 

6. 0 An B11glish language u'.analation oftbe lntbrnational ApplicUion • Dltcl OS U.S.C. 37 I (cX2)). 
a. 0 is aUacluid hmto. · 

b. 0 has been previously submitted under 35 u.s.c. 154(d)(4). 
7. Qg Amtndmenl8 to th&claims of the ~onai A,pplicati0111111dC!rPCT A:dolc 19 (35 U.S.C. 371(c)(3)) 

. .. ~ • A. • .-m ~ auaciied ll4reto (tequired only If not corilmnnicated by 610 Inamlaliooal Bw'eu), ;,: . l .,. 

··· ... ~: .:.:.a .~~iin·comm\Urlcatedo1~~suroaia. · t .. ·)·:· ~- · .. ·:'!? . . :·:·:-· .. :·'"lll'' 
·c.·· ' D ··'liave not~ mado; however. the tipie limit fOr makius 11\lCh IUill:l\din~ has NOT expifed: 
d. · 0 have ru>.f bcCtl ll!llde UJ.d will not be made. 

8. 0 An English language trwlation of1bt amondmonts to the claims under }JC'f Article 19 (35 U.S.C. 371 (c)(3)). 

9. IXJ An oath ordecle.tation oflhe inv81ltot(e) t)S U.S.C. 371(c)(4}). (~tiforiual) 

to. 0 An E1ig1kh language translation of tho aiulexea ofdw Intematioaal Prelimilwy Bxaminaticm Report under PCT 
Article 36 (35 U.S.C. 3?1(o)(S)). · 

Item1 l l to 20 bolow collcena dN=nmeat(I) or lnformatloa tadlMW: 

11. 0 An Information~ Sta~ uncf.e:r 37 CPR. 1.97~1.98. 

12. 0 All asaipment do~ fbrfeeOrdlDg, A .8Cp411'11tO COVf% lihect In oomplianoe wllh 37 CFR 3.2·8 and 3.31 Ml included. 

U. liJ Apre1imiiwy ~tnt. 

14. 0 An ApplicatlonData.Shoetunde:37CPR1.76. 

lS. [J A rubatitute specification. 

16. 0 A power ofattol"ll.8y and/or change of address letter. 

17.0 A campvtet'-n:adable form oftheaequcnce Ustina iuaccordancewilhPCT Rule 13ur.2 aftd 37 CPR l.821 • l.82.S. 

u .. CJ A eeoon.d copy o£the pl.lbUlhcd lmel'J!lllklnal appncauo.n under 35 u.s.c. tS4(d)(4). 

19.0 

20.GJ 

..... fl 

A seoond copy of the £palish la.ngwlge tran;lt.tiou of the lntcmalklnal application under 35 U.S.C. I S4(d)(4). 

C>Olcr items or information: Acknowledgement llac$ipt Card 
... 
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. · 

9051716420 T-584 P.07/ 08 Job-867 From·I VOR M HUGHES BARR&SOL 
• PCT7Ci.Oiltid9S( \ ··· Pc:'i6340oo"'."~' 

21.[if 1\efoDowingfeeavoeubmJ\tcd:,_ ___ .J--.. ----------..... CALCVLA'nONB l'TOUSBONLY 

IMR-17-05 13 : 19 

. BIJIIC N&TlONAL h:E (37'CPR 1.492 (•) (l). (S)): 

Neither iAiomatiollal tlRlllminarY ex&illitlation foe (37 CPR 1.482) 
~t ~oiW ecanll foo (3'7 en t.44,(a}{l)) Daill lo USPTO 
and lnteruatiooal Search Rcpart not prepared' by tli.e F.fO or JPO • •• . . ..•.•. $1040.00 

lnlmna'1onal prellmlnary awiiinanon fee (37 CFR 1.482) not paid to 
USPTO but lntomational Search Report prepared by the BPO or JPO . . ...•. . $1190.00 

International pr6lhninary examlnAtion fee (37 CPll 1.482) not paJd 1t1 USM'O 
but in.tenmlionaJ search fees \37 CFll 1.44S(a)(2.)) paid to US.PTO .. .. .. . . ... $740.00. 

lnt8rnatiol\6l ~liminaey examination fM <37 CFR. 1.482) paid to USPTO 
b11t all claims dld notaatU;fy provitia1111 oft>CT Amela 3:f(l}{4) • . . .. • • • . $710.00 

J#ternatl.onal vreUrninlry cx.aminatiou fee (37 CFR 1.482) paid to USPTO 
and all claims sadrii.d provilliona ofPcr Article 3)(1)-(4) • . ••• •• . .. •..• . . $101).00 ,_-----..--~----1 

ENTER APPROPRIATE BASIC PEE AMOUNT = .S 840. 00 

Surolupge of$130.00 for~ the oath or declaration laser than 30 months 
from the ciarlioat claimed priority dit& (37 CPR. 1.492(e)). 

CLAIMS NUMBBRFILBD · 'NUMBBRBX'BA RATB 
Tol!ll olaims 168 • 20 - 14'8 · x $18.00 

lndcoond.ent elaims 14 - 3 = 11 x $84.00 
MUL TIPLB PEPBNDBNT CLAJ.M(S) (l:fmn>llcable) + S2&0.0D 

TOT AL OF ABOVE CALCUT .A •••• , • . -
D Applicant Clllirns small cntily stntua. See 37 CPR 1.27. The feos indicatod above 

are Rlduced by 1/l. . + 

SUBTOTAL = 
Procesaing file ofSl30.00 !Qr~ tbe Bn2Wih i:r.ulo.tip.ii Wcr tbM 'o QIOalhB 
ftom the earlioat'c~pnorifyd.a!c (37 en l .491.(f)) . 

$ 130.00 
$ .. 

$ 2,664.00 
$ 924 .-00 
$ ~80.00 
s .. 4;8as.oo 

$ 4.888.00 . 

$ . --- " 
. . ~ . . .. . .. 1-------... -.. -. -;-.:...-. ~ .. :-. ..... Tr.,.. ~ • ..,., .• --:'"!'~~ .. :::;;~_ :t:o~ ....... ~AL'T'",·~ .. ~.,, ... "R ,'1"~1~0•~"' ,.....,.....,. • · FEi;;;o,; .. .,.i;--:. ==--+-r-r.1.!h.-8ft"l!,.r-rr,.---11-----1·· ;:-·· ·:··:··· ..,_ ___ -....;...;......._ __ _., ____ _....:. ... _,_ ... _ .. .,..•.A-_•_ .. .,..._ ........... __ ._.,,_-f.._.. .. ~ ... •·-~'-""·-v_v_-+----· '....:.;..__. ... .. :..,:;.· . 

Fee for roooi:d:ing the enclased a.ssi8111DDtlt (37 CPR 1:21 (h)). The as8tg11n1ent must be . s _ 
a.coompanied by an appropriate Cf>Ver abNt ()? CFl\l.~8, 3.31). $40.00 per propony + 

TOTAL FElCS ENCLOSED = $'.4. 888. 00 
Amoanno bil S 

rcfundecl: 

a. [! A check In the amount of $ 4 , 888 •0.0 USD 10 cover the abovofees le oncloscd. 

b. 0 Ploaae Clbatge my Deposit Aoaount No. ----
A dupli'1atc copy oftb!a sheet ia C111Clo~ 

in 1hb amount of$---- to cavtJr Che abovo fees. 

c. [!I The ~ Is llll:R!by lNiharized co charge any additional feoa wbioh ll!llY bo nsciuliecl. or mdi1 uy 
O'felpll)'mCDS to Dq>oslt At:coant t-to. 0§~~ . A duplicatb copy otthia 1hect is enckiffd. · . 

d D Fee. - to b6 ohllrgod to a~ QIJd. W~G1 l!lfcrmation on this ftmiu1111y bllOO!llD pqblio. Credit amt 
IDformattoD shoUld aot bt lnelll.ded oD th la fOl"m. Provide credit card informat\o11 11114 a\J!horizatlan oo PT0-2038. 

NOTE: Wberc an approptlato time limit nder 37 CF.R 1t49S Jw not baen met. a pe«tlon to revive (37 CFR 1.137 (a) 
or (b)) must be filed Qd gninted to reatore tile appllcatto11 to pendlllg statiu. L. /) • /I /'} /""""'\ 
IJJ!Nl) AU.COJlMSPONtlBNCBTO: ~I ,/ / X/ J 

33.636 
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LIAR-17-05 13:ZO . From: IVOR M. HUGHES BARR&SOL. 9057716420 T-584 P.08/08 Job-867 

• 

Uru1ld States 
Patent and 
Trademark Oftice 

. ') 

COPY 
D.@Roslt Account Statement 

Requested Statement Month: 

Deposit Aecount Number: 
Name: 

Attention: 
Address: 
City: 
State: 
Zip: 

DATii SEQ POSTING 
REFTXT 

January 2005 
083255 
IVOR M. HUGHES, BARRISIER & SOLICITOR 
ESTli HUGH~S 
175 COMMERCE VALLEY OR WEST 
THORNHILL 

L3T7P6 

ATIORNEY FEE 
DOCKET CODE AMT BAL · 
NBR 

01/28 1 10311814 PC-1834033 1202 
01131 77 SERVICE CHARGE 9202 

$4,150.00 $924.09 
$25.00 $699.09 

START 
BALANCE 
$5,074.00 

SUM OF SUM OF END 
CHARGES REPLENISH BALANCE 
$4,17Ei.OO $.00 . $699.09 

.N~.H-~m1 I Return to USPTO Home Page I R~.,u:njg..ElnJlll£eJlnlln~.Sh9p_pjng. 

https ://ramps.uspto.gov/eram/Controllerjsessionid~ramps.uspto.gov-25d2d:4208fbe7:70... 02/0&/2005 

PAGE 8/8 1 RCVD AT 31171200511:53:28 AM [Eastern standard Tt!MJ • SVR:USPTo.EFXRF·1/6 1 DNIS:8729306 * CSID:905n16420' DURATION (innrss):OJ.32 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

0 BLACK BORDERS 

0 IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

0 FADEDTEXTORDRAWING 

0 BLURRED OR ILLEGIBLE TEXT OR DRAWING 

0 SKEWED/SLANTED IMAGES 

0 COLO OR BLACK AND WHITE PHOTOGRAPHS 

Y SCALE DOCUMENTS 

LINES OR MARKS ON ORIGINAL DOCUMENT 

0 REFER:ENCE(S) OR EXBIBIT(S) SUBMITTED ARE POOR QUALITY 

D OTHER: ---------------------
IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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• UNITED STATES PA TENT AND TRADEMARK OFFICE 

~~ ... ~ 

APPLICATION NO. FILINO DATE FIRST NAMED INVENTOR 

10/311,814 04/04/2003 Michael Spino 

23607 1590 

IVOR M. HUGHES, BARRISTER & SOLICITOR, 
PATENT & TRADEMARK AGENTS 
175 COMMERCE VALLEY DRIVE WEST 
SUITE 200 
THORNHILL, ON L3T 7P6 
CANADA 

UNITED STATES DEPARTMENT OF COMMERCE 
United Stales Patrn1 and Trademark Office 
Address: COMMISSIONER FOR PATENTS 

P.O. Box 14SO 
Alcundria, Virgi!!U 223I)·14SO 
www.usp!O.COV 

ATTORNEY DOCKET NO. CONFIRMATION NO. 

PC-1834033 2281 

EXAMINER 

HENLEY Ill. RAYMOND J 

ART UNIT PAPER NUMBER 

1614 

DATE MAILED: 0312912005 

Please find below and/or attached an Office communication concerning this application or proceeding. 

PT0-90C (Rev. 10103) 
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Application No. 

10/311,814 

Office Action Summary Examiner 

Raymond J. Henley Ill 

Applicant(s) 

SPINO ET AL. 

Art Unit 

1614 

•• The MAIL.ING DA TE of this communication appears on the cover sheet with the correspondence address •• 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE~ MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 
- Extensions of time may be available under tho provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 

after SIX (6) MONTHS from the mailing date of this communication . 
- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 
- If NO period for reply is specified ttbove, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
- Failure to reply within tho set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

Any reply received by the Office later than three months after the mailing date of this communication, aven if timely filed, may reduce any 
earned patent term adjusbnent. Seo 37 CFR 1.704(b). 

Status 

1)[81 Responsive to communication(s) filed on 08 December 2004. 

2a)0 This action is FINAL 2b)t8l This action is non-final. 

3)0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213. 

Disposition of Claims 

4)[81 Claim(s) 1.2, 11-13,22-26.30-33,35,37.39.41.43.45.47 and 49 is/are pending in the application. 
4a) Of the above claim(s) __ is/are withdrawn from consideration. 

5)[81 Claim(s) 12 and 13 is/are allowed. 

6)[81 Claim(s) 1.2, 11.22-26.30-33.35.37.39.41.43.45.47 and 49 is/are rejected. 

7)[81 Claim(s) 1 is/are objected to. 

8)0 Claim(s) __ are subject to restriction and/or election requirement. 

Application Papers 

9)0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on __ is/are: a)D accepted or b)O objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) induding the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11)0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PT0-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)O All b)O Some " c)O None of: 

1.0 Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No. __ . 

3.0 Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 

" See the attached detailed Office action for a list of the certified copies not received. 

Attac:hment(a) 

1) 0 Notice of References Cited (PT0-892) 

2) 0 Notice of Draftsperson's Patent Drawing Review (PT0-948) 

3) C8J rnformation Disclosure Statement(s) (PT0-1449 or PTO/SB/08) 
Paper No(s)/Mail Date 121812004. 

4) 0 Interview Summary (PT0-413) 
Paper No(s)/Mail Date. __ . 

5) 0 Notice of Informal Patent Application (PT0-152) 
6) 0 Other: __ . 

U.S. Patent and Trademail< Offlce 

PTOL-326 (Rev. 1--04) Office Action Summary Pat of Paper No./Mail Date 03222005 
i,.. 
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