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Dear Sir: 

This appeal is from the Examiner's Office Action mailed March 27, 2013 with a 

Final Rejection, in which pending claims (namely, claims 30-37 and 40) were 

rejected. A timely Notice of Appeal was filed with the required fee August 27, 2013. 

An Amendment and Response to the Office Action of September 7, 2013 was 

entered. 

A Petition to Make Special was granted on October 11, 2011. 

A Petition for a four month extension of time until February 27, 2014 is filed 

concurrently with the required fee. 
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(i) Real Party of Interest 

The Real Party of Interest is Winston Laboratories, Inc. The Assignment is 

recorded at Reel 015164, Frame 0716. 

(ii) Related Appeals and Interferences 

Appellant is not aware of any related appeals or interferences. 

(iii) Status of Claims 

On August 3, 2011, claims were filed in a Preliminary Amendment, for a patent 

application that is a divisional of U.S. Ser. No. 10/813,760, filed March 31, 2004, now 

abandoned. Claims 1-15 were cancelled, claims 38-39 were added, claims 16-39 

were pending. 

As a result of a restriction, claims 16-39, 38-39 were withdrawn, claim 40 was 

added, claims 30-37 were elected. Acetaminophen was the elected species. 

(iv) Status of Amendments 

An Office Action was mailed February 28, 2012. 

In the Response mailed August 20, 2012, claim 30 was amended, dependent 

claims 40 and 41 were added. 

Another Office Action was mailed September 7, 2012. In the response of 

March 7, 2013, claims 30, 31, 32, 33, 35, 36 and 40 were amended. Claim 41 was 

cancelled. 

An Office Action with a Final Rejection ("Final Rejection") was issued on 

March 27, 2013. Claims 30-37 and 40 of March 7, 2013 are those on appeal. 

(v) Summary of Claimed Subject Matter 

Claims 1-15 and 41 are cancelled. 

Claims 16-29, 38-39 are withdrawn. 

Claim 30 relates a method of mitigating the hepatotoxicity of a hepatotoxic compound 

by formulating a composition containing a combination of a quantity of the 
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hepatotoxic compound, a quantity of nicotinamide, and a quantity of methionine, 

wherein the combination of the hepatotoxic compound, nicotinamide and methionine 

is administered contained together in the same individual dosage form selected from 

the group consisting of capsules, tablets and oral solutions. [0006, 0009, 0010, 

0014, 0015, 0016, 0018] 

Claim 31 is dependent on claim 30 wherein the composition is formulated such that 

for each dose of the hepatotoxic compound in the composition, the nicotinamide is 

present in the amount of 5-500 mg, and the methionine is present in the amount of 

25-500 mg. [original claim] 

Claim 32 is dependent on claim 31 wherein the nicotinamide is present in the amount 

of 25-200 mg per dose of the hepatotoxic compound. [original claim, 001 0] 

Claim 33 is dependent on claim 31 wherein the methionine is present in the amount 

of 10-100 mg per dose of the hepatotoxic compound. [original claim, 001 0] 

Claim 34 is dependent on claim 30 wherein the composition further comprises a 

quantity of folic acid. [0006, 0008] 

Claim 35 is dependent on claim 34 wherein the folic acid is present in the amount of 

50 mcg-5 mg per standard dose of the hepatotoxic compound. [original claim, 001 0] 

Claim 36 is dependent on claim 35 wherein said folic acid is present in the amount of 

500 mcg-1 mg per dose of the hepatotoxic compound. [original claim, 001 0] 

Claim 37 is dependent on claim 30 wherein the hepatotoxic compound is selected 

from the group consisting of acetaminophen, methotrexate, atorvastatin, simvastatin, 

niacin, flucanozole, divalproex sodium, and valproic acid. [original claim, 0011] 
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Claim 40 is dependent on claim 37, wherein the acetaminophen is present in the 

amount of 80 mg-1000mg per dose. [001 O] 

(vi) Grounds of Rejection To Be Reviewed on Appeal 

1. Rejection of claims 35 and 40 under 35 U.S.C. §112 second paragraph 

as maintained. 

2. Claims 30-37 and 40 as newly rejected in the Office Action of March 27, 

2013 under 35 U.S.C. §112, second paragraph. 

3. Claims 30-37 and 40 as rejected under 35 U.S.C. §103(a) over Kroger 

et al. in view of Ogata et al. (U.S. Pat. 5,478,815) and Murdock et al. (U.S. Pat. 

4,526,788). 

A. 

(vii) Argument 

Comments Regarding Prosecution History, Public Need of the 
Invention 

Appellant wishes to take this opportunity to point out to the Board several facts 

which make the prosecution of this case extraordinary. First, this case was filed in 

March 2004. There have been several primary examiners involved at various times, 

and the "relevant" prior art references have changed substantially over the course of 

the prosecution. Second, there has;been, particularly over the last few years, a great 

deal of concern expressed by U.S. Government agencies (e.g. FDA and NIH) over 

the liver toxicity of certain widely available commercial drugs, especially 

acetaminophen. Despite pointing out to the U.S. Patent Office that the present 

invention helps address the problem of liver toxicity, the present examiner adopts the 

attitude of the character in the James Thurber story who huffed, "Mere proof won't 

convince me." In addition to citing specious arguments, and ignoring previous 

references submitted by the Applicant, the examiner makes a variety of mis­

statements in her most recent rejection of the claims. 

4 
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1. Longstanding Public Need 

Acetaminophen liver toxicity accounts for by far the most deaths and 

hospitalizations in the U.S. of any over-the-counter (OTC) drug product. Although 

Johnson & Johnson and GlaxoSmithKline, which combined account for over 95% of 

the OTC acetaminophen sales in the world, and who monitor and assess all 

public~tions on acetaminophen world-wide have not solved the liver toxicity effect, 

the inventor submits that his invention cannot be obvious. 

Confidentiality Agreements have been executed in 2013 with various global 

pain management companies in order to evaluate the product used in the present 

claimed invention. These are companies who have been trying to find ways to 

alleviate the toxic effects of acetaminophen. This demonstrates the long felt need for 

the present invention. Their recent interest indicates the problem of liver toxicity is 

still unsolved, and the present invention could be a solution. Proceeding to clinical 

trials necessitates a patent. 

Governments in North America, Europe, and Asia have convened conferences 

to address acetaminophen liver toxicity, and none of the participants in these 

meetings have even remotely suggested the art of this patent application. If the 

thousands of scientists at Johnson & Johnson and GlaxoSmithKline are not skilled in 

the art, then who is? 

In Leo Pharmaceutical Products, Ltd. v. Rea, 726 F.3d 1346 (Fed. Cir. 2013), 

the Court found a patent that combined vitamin D and corticosteroids to heal 

psoriasis was not obvious in light of prior art that used both separately to heal 

psoriasis. The Court found the patent's claimed combination would not have been 

obvious to try. "[W]here the prior art, at best gives only general guidance as to the 

particular form of the claimed invention or how to achieve it, relying on an obvious-to­

try theory to support an obviousness finding is impermissible." Furthermore, the 

Court stated that a long-felt need existed because a span of more than a 

decade existed between the prior art and the filing of the patent application at 

issue. (emphasis provided) 

5 
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2. Rejections Under 35 U.S.C. §112, 2nd Par. Are Due to Examiner's 
Misstatements and Errors in the Record, Not to Indefiniteness 

Claim 30 as amended March 7, 2013 reads: 

30. A method of mitigating the hepatotoxicity of a 
hepatotoxic compound, the method comprising formulating a 
composition containing a combination of a quantity of the 
hepatotoxic compound, a quantity of nicotinamide, and a quantity of 
methionine, wherein the combination of the hepatotoxic compound, 
nicotinamide and methionine is administered contained together 
in the same individual dosage form selected from the group 
consisting of capsules, tablets and oral solutions. (emphasis 
provided) 

On page 3 of the examiner's response ("Final Rejection") she states: 

In claim 30, Applicant recites that the "combination of the 
hepatoxic compound, nicotinamide and methionine is administered 
contained together in the same individual dosage form", which 
clearly states the use of a single dosage form to contain the recited 
combination. However, Applicant goes on to further define the 
individual dosage form as "capsules, tablets and oral solutions", 
each option of which is plural and, therefore, circumscribes 
multiple dosage forms, not a single dosage form. It is, therefore, 
wholly unclear whether Applicant intends for the claimed 
combination to be contained in a single or multiple dosage forms. 
Clarification is required. (emphasis provided) 

The examiner totally ignored the phrase "contained together in." The 

examiner provided no argument for her belief that those of skill in the art would not 

understand that the plural form "capsules, tablets and oral solutions" does not 

negate "contained together in," which means the combination of the hepatotoxic 

compound and nicotinamide and methionine are administered in the same capsule, 

or the same tablet or the same dose of an oral solution. 

3. Claims 35 and 40 as Amended are Definite; the Examiner Misread 
the Amendment of Claim 40 

Claims 35 and 40 were rejected as indefinite under 35 U.S.C. §112, second 

paragraph because the modifier "standard" had no antecedent. 

As the examiner pointed out, "Applicant states that the claims have been 

amended to remove the terms 'about' and 'standard!' (Office Action, page 3). That 
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deletion of "standard" from claim 35 was an inadvertent typographical error is clear by 

the Applicant's statement and deletion of "standard" from the other claims. 

(Amendments of claims 31-33 and 36 deleted "standard".) Hopefully a decision on 

appeal won't depend on a claim 35 typographical error. 

The examiner is clearly in error in her statement about claim 40 on page 3 of 

the Final Rejection: 

In addition, Applicant completely fails to address the lack 
of antecedent basis for the term "the amount of about 80-
1000 mg per standard dose." 

The examiner evidently neglected to observe that the phrase she rejects was deleted 

by amendment. 

B. In Addition to Secondary Consideration, the Publications Cited Do 
Not Support the Obviousness Rejection 

Claims 30-37 and 40 were rejected as obvious over Kroger et al., in view of 

Ogata et al., and Murdock et al. 

1. The publications cited related intraperitoneal administration which is 
not applicable to oral administration or intervenous injection 

The definition of intraperitoneal from the reference in Goodman & Gilman, 

"The Pharmacological Basis of Therapeutics" Ninth Edition, page 8 (Exhibit A): 

lntraperitoneal. The peritoneal cavity offers a large 
absorbing surface from which drugs enter the circulation rapidly, 
but primarily by way of the portal vein, first-pass hepatic losses are 
thus possible. lntraperitoneal injection is a common laboratory 
procedure, but it is seldom employed clinically. The dangers 
of producing infection and adhesions are too great to warrant 
the routine use of this routine use of this route in human 
beings. (emphasis provided) 

Note this cautionary explanation that IP "is seldom employed clinically" ... 

"dangers." Also, this publication indicates that drugs administered intraperitoneally 

not only "enter circulation rapidly, but primarily by way of the portal vein." 

Consequently, the amount of nicotinamide or methionine delivered in this fashion 
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would be very much higher than with an oral dose. Additionally, in the record 

Gerasimov et al. ("Pharmacology &Experimental Therapeutics," 295:51-57, 2000) 

(Exhibit B) showed that the differing effects of oral and IP administration are 

substantial and clinically significant. 

In addition to the Goodman & Gilman reference, references from Remington's 

Pharmaceutical Sciences and the Merck Manual (Exhibits C and D) demonstrate that 

IP injection (intraperitoneal) is never used in humans except for cytotoxic treatment of 

intraperitoneal metastases from ovarian or uterine cancer. 

2. Kroger Does Not Relate Oral Administration or Doses 

In the Kroger paper acetaminophen was delivered directly into the stomach by 

gavage, and then later nicotinamide and methionine, are administered as separate 

intraperitoneal (IP) injections. ("gavage" is known in the art as administration directly 

by a tube into the stomach, e.g. force feeding.) In contrast, in the '760 application, all 

components (the hepatotoxic active drug agent and the hepatoprotective agents, 

nicotinamide, methionine, and folic acid) are provided in the same dosage form and 

administered together in this dosage form (e;g. a capsule, a tablet, a solution). 

Furthermore, the dosages of nicotinamide and methionine administered IP for 

protective effects in the Kroger publication are very substantially greater than those in 

the '760 application. IP dosages in the Kroger publication range from 25-100 mg/kg 

nicotinamide and 50-300 mg/kg methionine when each is given alone, to 12.5 mg/kg 

of each when they are both administered in separate IP injections. Based on the 

average body weight for adult Americans the dosage of nicotinamide in the claims of 

the '760 application ranges from .11 mg/kg to 5.7 mg/kg for males and from .33 

mg/kg to 6.7 mg/kg for females. In contrast, IP injection results in much higher and 

much faster peak blood levels of drug. In the '760 application, these dosages are 

provided orally or by injection not into the peritoneum. Consequently, the dosages 

of nicotinamide and methionine in pending claims are miniscule compared to those in 

the Kroger publication. 

On Page 6, the examiner maintains that intravenous administration is 

something new just introduced into the record by the applicant. In fact, the record 

8 
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shows, for example in the original patent application and numerous reiterations over 

the years, that the composition and method claims repeatedly refer to intravenous 

solutions and intravenous injections. 

Kroger's method in mice, which is administering very high dosages of 

nicotinamide and/or methionine separately by intra-peritoneal injection sometime 

after acetaminophen is delivered directly into the stomach by gavage, would not lead 

someone of ordinary skill in the art to the present claimed method of administering 

much lower dosages of nicotinamide and methionine simultaneously in a single dose 

form (e.g. tablet, capsule, solution) and in combination with acetaminophen. 

3. Ogata Relates lntraperitoneal Administration 

On Page 7 of the examiner's response to Appellant's arguments against the 

Ogata publication, she states: 

Thirdly, Applicant avers that IP injection is "seldom employed 
clinically" (p.6, Reply) and cites again to Goodman & Gilman in 
support. This is unpersuasive. Applicant has failed to consider the 
teachings in Ogata et al., who clearly teaches that IP injection is 
routinely used in experimental animal testing to determine the effect 
of drugs to be administered systemically or orally to a human 
patient, such as by, e.g., tablets, granules, powders, capsules, or 
liquid preparations. See Ogata et al, Ex.2-3, cols.3-4 and col.2, 
1.36-40. 

And at the bottom of Page 7 she states: 

Ogata et al. teaches that IP injection is routinely used in 
experimental animal testing to determine the effect of drugs to be 
administered systemically or orally to a human patient, such as by, 
e.g., tablets, granules, powders, capsules, or liquid preparations. 
See Ogata et al., Ex.2-3, cols.3-4 and col.2, 1.36-40. 

Contrary to the examiner's assertions, Appellant has never denied what Ogata 

relates in these specific citations, that is, testing the effects of "TOCOPHERY­

ASCORBYL.'.PHOSPHATE." 

The examiner complains that 

Applicant has again failed to consider the full scope of the 
teachings in Ogata et al. 

9 
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and the examiner defines the teachings, "(See Ogata et al. Ex. 2-3, cols 3-4 and col 

2, I 36-40)" 

Contrary to the Examiner's Assertion (page 7 Final Rejection), applicant has 

considered the full scope of Ogata. 

Also, the Examiner's interpretation of Ogata is inaccurate. 

In terms of the examiner's statements as to what Ogata teaches regarding 

using IP injection to animals in order to "determine the effect of drugs to be 

administered systemically or orally to a human patient, such as by, e.g., tablets, 

granules, powders, capsules, or liquid preparations. See Ogata et al., Ex.2-3, cols.3-

4 and col.2, 1.36-40", Applicant cannot find a statement in the Ogata patent that even 

suggests this teaching. 

Example 2 uses a rat model using intraperitoneal injection of rats to test the 

effect of substance "EPC-K," on induced fulminant liver disorders. 

Results of Example 3 " ... suggested that the compound is effective for acute 

liver disorder in rats with vitamin E deficiency." (emphasis provided) 

However, the present invention treats humans, not rats. 

Col. 2, lines 36-40 cited by the examiner presents no data and only states a 

conclusion that: 

The present compound can be used as an oral or a 
parenteral liver protectant ... 

This is a standard boilerplate not proof. Because the compound of Ogata is not the 

compound in the presently claimed method, and this paragraph is an unsubstantiated 

statement, considering Ogata "in its entirety," as the examiner correctly required, this 

publication contributed nothing to an obviousness rejection. What Ogata does 

support is Appellant's argument that there is a long felt need to protect the liver from 

toxic medicaments. 

10 
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state: 

4. The Examiner Misinterprets Murdock 

Murdock is added to Kroger and Ogata. Further the examiner's arguments 

Murdock demonstrated routine knowledge in the art of 
calculating a human dosage based upon the interrelationship of 
human/animal dosages. 

• Actually, Murdock just references Freireich (Exhibit E) for this dosage 

conversion. However, Freireich et al.'s article (Chemotherapy Reports, 50:219-244, 

1966, Quantitative Comparison of Toxicity of Anticancer Agents in Mouse, Rat, 

Hamster, Dog, Monkey, and Man, Cancer) simply provides a conversation method 

based on toxicity for calculating the initial dose(s) for taking a new drug into human 

toxicity testing. The Freireich calculation indicates nothing about the effective dose 

or safety of effective doses in humans. This is made clear in the record by the 

"Guidance for Industry Estimating the Maximum Safe Starting Dose in Initial Clinical 

Trials for Therapeutics in Adult Healthy Volunteers" (Exhibit F). Consequently, the 

Examiner's calculation of the effective dose in human using the Freireich et al 

formula is completely flawed. The Ogata patent, in fact, supports Appellant by 

stating: 

The dosage of the present indication, dosage form and 
treatment protocol may for example be about 1-100 
mg/day/adult man in the daily, in the case of an oral 
preparation. 

Appellant also challenges the Examiner's attributing the following statements 

as assertions of the Appellant: (1) "known doses of pharmaceutical compositions are 

not predictable from animal studies;" (2) "many treatments that appeared effective in 

animals have not proved to be effective in humans;" and (3) "drugs that have caused 

severe [drug-induced liver injury] in humans have not shown clear hepatotoxicity in 

animals." Rather these are statements by the FDA in two guidelines previously 

provided to the USPTO ("Guidance for Industry - Estimating the Maximum Safe 

Starting Dose in Initial Clinical Trials for Therapeutics in Adult Healthy Volunteers," 

11 
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(Exhibit F) and "Guidance for Industry -Animal Models - Essential Elements to 

Address Efficacy Under the Animal Rule" (Exhibit G)). 

C. Contrary to the Examiner's Statement (Page 5) Appellant Considers 
the Combination of Publications When Addressing Obviousness 

On page 5 of the Final Rejection, the examiner alleges that Appellant does not 

consider the combination of references when arguing a prima facie case of 

obviousness was not established, that Appellant argued against anticipation, not 

obviousness. Appellant never "advocated an improper standard." (Final Rejection, 

page 6) 

On page 5 of Appellant's response filed March 7, 2013, all 3 publications, 

Kroger, Ogata and Murdock are acknowledged as offered to support the obviousness 

rejection. On page 6 of the March 7, 2013 Response, each publication is discussed 

as 'added" so clearly the combination is addressed. 

Discussing each publication separately is acceptable, well established patent 

prosecution - to point out deficiencies in each publication, ending with a conclusion 

that their combination does not make up these deficiencies, and/or they would not be 

combined by those of skill in the art. The allegation that: 

... Applicant believes the instant rejection is an anticipation 
rejection (Final Rejection, page 6, belies the record. 

In the response filed August 28, 2012 to the Office Action of February 28, 

2012 arguments were against Kroger as anticipated. That rejection was withdrawn. 

On September 4, 2009, a response in the parent case: 

The deficiencies of the Kroger et al 1997 publication are 
not cured by the Ogata et al. and Murdock et al. 
publications, as the Examiner stated that these references 
have been cited to demonstrate: 1) routine knowledge of 
using intraperitoneal (IP) injection as experimental animal 
testing; and 2) to demonstrate routine knowledge in 
calculating human dosage based upon the 
interrelationship of dosages for animals of various sizes 
and species, and humans, respectively. Ogata et al. and 
Murdock et al. neither teach nor suggest the effective 
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combination presently claimed. Therefore, Applicant 
continues to assert that the combined teachings of the 
cited publications do not render the aspects of the 
invention as set forth in independent claims 1 and 13, 
obvious. 

A determination of obviousness requires that "the scope and content of the 

prior art are to be determined; differences between the prior art and the claims at 

issue are to be ascertained; and the level of ordinary skill in the pertinent art 

resolved." KSR International Co. v. Teleflex, Inc., U.S. , 127 S.Ct. 1727, 1734, 82 

U.S.P.Q.2d 1385 (2007) quoting Graham v. John Deer Co., 383 U.S. 1, 17 (1966). In 

making a determination of obviousness by looking at the teachings of multiple 

patents, one should consider the effects of demands known to the design community 

or present in the market place; and the background knowledge possessed by a 

person having ordinary skill in the art, all in order to determine whether there was an 

apparent reason to combine the known elements in the fashion claimed by the patent 

at issue. To facilitate review, this analysis should be made explicit. 

KSR, 127 S.Ct. at 1740-41 (emphasis added). "[A] patent composed of 

several elements is not proved obvious merely by demonstrating the each of its 

elements was, independently, known in the prior art." Id. at 1741. 

Date: 

Reversal of the Examiner is therefore clearly in order and is solicited. 
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