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PETITION FOR HEALTH CLAIMS UNDER 27 C.F.R. 8§ 70.701 & 7.54(e)

Bellion Spirits, LLC and Chigurupati Technologies (collectively “Bellion” or
“Petitioners™), by counsel and pursuant to 27 CFR 8§ 70.701 and 7.54(e), hereby submit this
petition for health-related statements concerning the effect of NTX® in distilled spirits or
beverages. NTX® is a proprietary blend of glycyrrhizin,® mannitol,? and potassium sorbate.® As
discussed below and in the materials attached, when NTX® is infused into alcoholic beverages,
it renders them safer, i.e., less toxic, than counterparts that do not contain NTX®. NTX®
reduces the adverse effects of alcohol on the liver and on DNA. Thus, NTX® lessens certain
deleterious effects caused from consumption of alcohol. Accordingly, Petitioners hereby request
that the Alcohol and Tobacco Tax and Trade Bureau (“TTB”) declare, via rulemaking or through
the exercise of enforcement discretion, that the use of the Petitioners’ proposed health-related
statements concerning the hepatoprotective and DNA-protective effects of NTX® in the labeling

and advertising of wines, distilled spirits, and malt beverages is permissible. The health claims

! Glycyrrhizin is an extract of licorice root.
2 Mannitol is a sugar alcohol.
3 Potassium sorbate is commonly used as a food preservative.
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requested through this petition facilitate informed decisions concerning consumer health when
purchasing and/or consuming alcoholic beverages. The health claims identified in this petition
are truthful and non-misleading, supported by peer-reviewed scientific literature and human
clinical studies. By giving consumers an ability to distinguish between alcoholic beverages that
are less toxic than traditional counterparts, consumers may choose the healthier alcoholic
beverage and, as a result, experience greater health and wellness than would otherwise be the
case.

Petitioners’ proposed health-related statements appear in section 111 below. Attached
hereto, and incorporated in this petition, are the following supportive materials: (1) Expert
Report of Dr. Sidney Stohs, Ph.D., FACN, CNS, ATS, FAPhA; (2) Expert Report of Dr. Harry
G. Preuss, MD, MACN, CNS; (3) Stohs Curriculum Vitae; (4) Preuss Curriculum Vitae; and (5)

scientific literature and studies supportive of the NTX technology.*
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l. Interests of the Petitioners

Bellion Spirits, LLC is the independent bottler and distributor of Bellion brand VVodka.

Its principal place of business is Bellion Spirits LLC, One Harmon Plaza, Suite 805, Secaucus,
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NJ 07094. Bellion Spirits was founded to pioneer innovation in the alcohol beverage industry,
through the introduction of functional alcoholic beverages, which generally retain the customary
characteristics of alcoholic beverages, while reducing or mitigating the unwanted negative
effects, like damage to the liver, genetic injuries, and oxidative stress. Bellion’s scientific and
commercial goals focus on the education of consumers concerning the detrimental effects of
alcohol consumption, along with the advantages of functional beverages or spirits that aid
consumers in making smarter, safer, and healthier choices. Bellion’s objectives include the
distribution of products and technologies that help to educate consumers about the chemical
interactions of alcohol in the body (both positive and negative). Bellion has coined the phrase
“Functional Spirits” as a description of the benefits or protective properties conveyed through its
technology, as described more fully below in this petition.

Chigurupati Technologies Private Ltd. is solely a Research & Development institution
founded with the objective to “aid in the evolution of mankind.” Its principal place of business is
Plot No. 512/m/1. Road No. 31 Jubilee Hills, Hyderabad, 500033, Andhra Pradesh, India. By
focusing on research and development, Chigurupati Technologies develops and leverages
innovations that later provide beneficial health products for consumers globally, thus
encouraging a physical and philosophical consumer evolution. Chigurupati Technologies
depends on its ability to convey scientific literature and facts to consumers and businesses in
association with its technologies.

Chigurupati Technologies Private Ltd. developed and owns a proprietary blend of three
generally recognized as safe ingredients combined through a proprietary process and sold under
the name “NTX.” Those three ingredients are Glycyrrhizin Acid, D-Mannitol, and Potassium

Sorbate. “NTX” is thus an ingredient in Bellion VVodka that Bellion purchases from Chigurupati
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Technologies. Studies commissioned by Chigurupati Technologies reveal that “NTX,” when
infused into liquor, yields a protective effect on the human liver during alcohol consumption,
lessening the adverse effect of alcohol on the liver. Heretofore that information has not appeared
on the label, in the labeling, or in the advertising for alcohol containing products sold in the
United States. NTX® also adds flavor and smoothness to the vodka drink. Bellion VVodka has
not promoted the use of NTX for health purposes, but seeks to convey the liver and DNA
protective effects of alcohol containing NTX® through this instant petition.

I1. Procedural Background

In 2014, Bellion petitioned the TTB through the COLA process and requested approval
for the use of Bellion’s “NTX” designation on labeling. That designation reveals the presence of
Bellion’s proprietary blend in vodkas. In a letter dated December 17, 2014, the TTB informed
Bellion it would send two pending COLAs® for Bellion Vodka back to the applicant, Frank-Lin
Distillers Products, Ltd. (“Frank-Lin), with a “Needs Correction” notification because the
labels’ referenced “NTX.” According to the TTB, the acronym “NTX” was a misleading health
claim.

At the time, Bellion’s labeling included the following descriptive phrase as the statement
of composition: “Vodka Infused With Natural Flavors.” The label included the following
statements:

For over 600 years, vodka has been made the same way.
No longer. Infused with NTX, Bellion changes vodka forever.

* \Vodka Evolved » Infused With Natural Flavors ¢ Created With NTX e

5> The labels’ TTB ID numbers are 1425001000403 and 14227001000056.
5
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Bellion’s labels did not explain or define the acronym “NTX.” Both of Bellion’s label

applications, however, identified “NTX” as a fanciful name. One COLA submission provided

the following explanation:
NTX = NEW TECHNIX (OR NEW TECHNIQUES). THIS IS A
BREAKTHROUGH COMBINATION OF INGREDIENTS AND
PROPRIETARY TECHNIQUES THAT REMOVES THE UNDESIRABLE
ATTRIBUTES [TASTES] COMMON IN MANY VODKAS AND
PROMOTES SMOOTHNESS AND ROUNDNESS AND MOUTHFEEL
BEYOND WHAT NORMAL FILTRATION AND MULTIPLE
DISTILLATIONS CAN DO. WORLDWIDE PATENT AND TRADEMARK
PROTECTION IS IN PROCESS. BRAND NAME, LOGO AND GRAPHICS
MAY REPEAT; LOT NUMBER(S) MAY APPEAR/CHANGE.

According to the TTB, reference to “NTX” was an implied specific health claim in
violation of 27 C.F.R. § 5.42(b)(8). The TTB determined that extraneous information not
present on the Bellion label (e.g., in scientific publications elsewhere) touted the health benefits
of “NTX.” TTB asserted that “NTX” was an implied claim relating to Naltrexone, a prescription
drug that was approved for the treatment of alcohol dependence, and “[t]he use of the drug NTX
to treat alcohol dependency, as well as publicly available studies claiming that NTX has
beneficial effects for patients with elevated liver enzymes, would be likely to reinforce the health
claim . . . and cause further confusion about the term *‘NTX.”” The TTB produced no consumer
perception or survey data in support of its COLA denials.

On January 15, 2015, Bellion Spirits, L.L.C. appealed the TTB COLA denial through 27
CFR 8 13.25. That appeal asserted that the TTB’s censorship of the “NTX” labeling information

violated the First Amendment of the U.S. Constitution because, inter alia, the TTB had no factual

or legal bases to censor basic information related to product composition and ingredients. The
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parties informally resolved the COLA disputes and, in April 2015, the TTB approved separate
COLA applications for Bellion Vodka labels that referenced “NTX.”®

Now, through this instant submission, Bellion petitions the TTB for use of nine (9)
specific health claims under 27 CFR 8 7.54(e) related to the NTX® ingredients contained in

Bellion Vodka.

1. Requested Action

Petitioners hereby request that the TTB rule that alcoholic spirit beverages that contain
NTX® may bear one or more the following health-related statements in its labeling, advertising,
or promotional speech:

e NTX® provides antioxidant and anti-inflammatory support;

e NTX® helps protect against, i.e., reduces, alcohol-induced oxidative damage
to the liver;

e NTX® helps maintain normal liver enzyme production and function;
e NTX® supports normal liver defenses and regenerative mechanisms;

e NTX® reduces the risk of alcohol-induced liver diseases, including fibrosis
and cirrhosis;

e NTX® helps maintain normal liver functions;
e NTX® helps protect DNA from alcohol-induced damage; and

e NTX® reduces alcohol-induced DNA damage.

® The labels’ TTB ID numbers are 15091001000076 (approved) and 15091001000077
(expired). Previously, the TTB had approved a label that was identical to the labels at issue in
the appeal (TTB ID number 13294001000173). Frank-Lin voluntarily surrendered that label on
July 31, 2014, however, at the request of the TTB. Two other labels (TTB ID numbers
13052001000468 and 13051001000241) were surrendered in 2014 because the applicant,
Covington Spirits, L.L.C., no longer bottled Bellion VVodka.

7
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Those health-related statements are accompanied by the following, prominently placed
disclaimer:

NTX® does not protect against all health risks associated with moderate and
heavy levels of alcohol consumption, including, but not limited to, motor
vehicle accidents, high blood pressure, stroke, cancer, birth defects,
psychological problems, and alcohol dependency. Do not consume alcohol if:
you are younger than the legal drinking age; you are pregnant or may become
pregnant; you are taking medicine that can interact with alcohol; you have a
medical condition for which alcohol is contraindicated; you plan to drive; or
you cannot restrict your drinking to moderate levels. If you consume alcohol,
only consume it in moderation. “Moderation” means up to one drink per day
for women and up to two drinks per day for men.

The above-listed health-related statements are truthful and non-misleading. The disclaimer
language is reasonable and adequate to properly identify the remaining risks inherent in alcohol
consumption. As discussed below, the above-listed health claims are protected speech under the

First Amendment to the United States Constitution.

V. Legal and Statutory Framework

The provision of truthful and non-misleading health information is indispensable to
informed consumer choice. The need for accurate health information at the point of sale is no
less important in the alcoholic beverage context as it is in the food and dietary supplement
context. See, e.g., Pearson v. Shalala, 164 F.3d 650 (D.C. Cir. 1999). Unlike the Federal Food
and Drug Administration, the TTB has yet to adopt a cogent and workable regulatory regime for
the evaluation of health-related statements. C.f. 21 CFR § 101.70 (articulating procedure and
elements required for health claim petition). To determine whether a health claim satisfies
Section 27 CFR 7.54, petitioners must have a full and fair opportunity to present all supportive
science. The adequacy of that science must be evaluated in context with the benefit sought to be

achieved.
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Bellion submits this instant petition for agency action in lieu of (or in conjunction with)
the COLA process, in part, because the TTB’s existing regulatory framework concerning health
claim petitions is inadequate and insufficient to provide constitutionally required protection for
truthful and non-misleading health information on the label, in the labeling, and in the
advertising of alcoholic beverages.

A. TTB’s Extant Framework Involving Health-Related Statements

The Federal Alcohol Administration Act authorizes the Secretary of the Treasury to
promulgate regulations concerning the labeling and advertising of alcoholic beverages, including
regulations that are intended to prevent consumer deception and prohibit the use of misleading
statements, irrespective of falsity. See 27 U.S.C. § 205(e)-(f).

In 2003, the TTB issued regulations for the use of health claims and health-related
statements in the labeling and advertising of wines, distilled spirits, and malt beverages. See 68
Fed. Reg. 10076 (Mar. 3, 2003) (Health Claims and Other Health-Related Statements in the
Labeling and Advertising of Alcohol Beverages); 27 C.F.R. § 4.39(i) (labeling of wine); id. at §
4.64(i) (advertising of wine); id. at § 5.42(b)(8) (labeling of distilled spirits); id. at § 5.65(d)
(advertising of distilled spirits); id. at 8 7.29(e) (labeling of malt beverages); and id. at § 7.54(e)
(advertising of malt beverages). Those regulations attempted to balance the speaker’s First
Amendment right to label and advertise products through truthful and non-misleading scientific
information and the public’s right to be informed of the significant health risks associated with

alcohol consumption.’

" The agency was motivated apparently by the well-established scientific link between
moderate alcohol consumption (notably red wine consumption) and a reduced risk of coronary
heart disease. See, e.g., 68 Fed. Reg. 10076, 10082-83 (Mar. 3, 2003). The TTB had refused to
permit health claims associated with red wine, despite the general agreement in support of that
claim by the scientific and medical fields.
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Under TTB’s health claim regulations, alcoholic beverage labels and advertisements may

not contain any health-related statement that is untrue in any particular or tends to create a
misleading impression as to the effects on health of alcohol consumption. See id. at 88
4.39(h)(2), 4.64(i)(2), 5.42(b)(8)(ii), 5.65(d)(2), 7.29(e)(2), 7.54(e)(2). For purposes of the
TTB’s regulations, a “health-related statement,” means:

[A]ny statement related to health . . . and includes statements of a curative or

therapeutic nature that, expressly or by implication, suggest a relationship

between the consumption of alcohol, distilled spirits, or any substance found

within the distilled spirits, and health benefits or effects on health. The term

includes both specific health claims and general references to alleged health

benefits or effects on health associated with the consumption of

alcohol, distilled spirits, or any substance found within the distilled spirits, as

well as health-related directional statements. The term also includes statements

and claims that imply that a physical or psychological sensation results from

consuming the distilled spirits, as well as statements and claims of nutritional

value (e.g., statements of vitamin content). Statements concerning caloric,

carbohydrate, protein, and fat content do not constitute nutritional claims about

the product.
Id. at 88 4.39(h)(1)(i), 4.64(i)(1)(i), 5.42(b)(8)(1)(A), 5.65(d)(1)(i), 7.29(e)(1)(i), 7.54(e)(1)(i).
Additionally, a “specific health claim,” is “a type of health-related statement that expressly or by
implication, characterizes the relationship of the distilled spirits, alcohol, or any substance found
within the distilled spirits, to a disease or health-related condition.” 1d. at 88§ 4.39(h)(2)(ii),
4.64(i)(2)(i1), 5.42(b)(8)(i)(B), 5.65(d)(1)(ii), 7.29(e)(1)(ii), 7.54(e)(1)(ii). Examples of implied
specific health claims include the following: “statements, symbols, vignettes, or other forms of
communication that suggest, within the context in which they are presented, that a relationship
exists between distilled spirits, alcohol, or any substance found within the distilled spirits, and a
disease or health-related condition.” Id.

Thus, the TTB has extended its definition of “health claims” to encompass nearly any

statement that suggests a positive benefit for the human body from consumption of alcohol. The

10
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TTB’s definition of “health claim” is more expansive than similar interpretations by sister
agencies like the FDA. See 21 U.S.C. 8343(r)(1)(B) (defining a health claim, for purposes of the
FDCA, to mean a claim that “characterizes the relationship of any nutrient . . . to a disease or a
health-related condition . . .”).

If the health-related statement conveys a misleading impression, the TTB may require a
prominent disclaimer or other qualifying statement for the purpose of dispelling the misleading
impression. See, e.g., 27 C.F.R. 8 5.42(b)(8)(ii)(A). Under the TTB’s regulations, a specific
health claim is misleading unless it: (1) is truthful and adequately substantiated by scientific or
medical evidence; (2) is sufficiently detailed and qualified with respect to the categories of
individuals to whom the claim applies; (3) adequately discloses the health risks associated with
both moderate and heavier levels of alcohol consumption; and (4) outlines the categories of
individuals for whom any alcohol consumption poses risks. See, e.g., id. at 8
5.42(b)(8)(ii)(B)(2). That information must appear as part of the specific health claim on a label,
and, in advertising, as prominent as the specific health claim. See id. The TTB has never
produced a consumer survey or impact study that determined consumers’ level of understanding
concerning health-related claims and alcohol consumption.

B. The TTB Must Implement a Constitutional Regulatory Framework
for Evaluation of Health Claim Petitions

Unlike the Federal Food and Drug Administration, the TTB has yet to issue workable
regulatory procedures and criteria for the evaluation of health-related statements. That
regulatory deficiency creates hardship for petitioners, like Bellion, by denying them a well-
defined regulatory avenue within TTB jurisdiction that will ensure allowance of constitutionally
protected speech on the labels, in the labeling, and in advertising of alcoholic beverages. The

limited scope and applicability of extant TTB labeling and advertising regulations precludes the

11
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sponsorship of health claim petitions that could satisfy the elements of the TTB’s regulations in,
for example, Section 5.42(b)(8). As discussed below the process available to advertisers and
labelers fails under the First Amendment.

In prior meetings between Bellion and TTB staff members in July 2014, the TTB
conceded that its health claim procedures were inadequate and regulations concerning same were
dead letters. Rather than perform its administrative review, the TTB expressed its intent to
transfer health claim petitions to the FDA for review—a procedure that would violate
administrative procedure. “Agency action taken without statutory authorization, or which
frustrates the congressional policy which underlies a statute, is invalid.” See Yankton Sioux
Tribe v. Kempthorne, 442 F.Supp.2d 774, 784 (D.S.D. 2006). The FDA lacks jurisdiction or
authority to interpret the TTB’s regulations. See Am. Library Assn. v. FCC, 406 F.3d 689, 702
(D.C. Cir. 2005) (an agency does not possess plenary authority to act within a given area simply
because Congress has endowed it with some authority to act in that area); see also 5 U.S.C. §
706(2)(C) (under the APA, agency action must be set aside and deemed unlawful where the
agency acts “in excess of statutory jurisdiction, authority, or limitations, or short of statutory
right”).

Congress tasked the TTB with the regulation of spirit products, which includes exclusive
authority to regulate their labeling and advertising. See 27 U.S.C. 88 201, et seq. The FDA
lacks statutory authority to regulate alcoholic spirits that are within the TTB’s purview. See
Brown-Forman Distillers Corp. v. Mathews, 435 F. Supp. 5, 8 (W.D. Ky. 1976) (“it was
Congress’ intention to place exclusive jurisdiction in BATF with respect to regulating labeling of

alcoholic beverages.”). Nothing in the FAA Act grants the TTB authority to delegate its

12
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administrative functions or responsibilities to the FDA, and the FDA similarly lacks primary
authority to regulate the labels and advertising of alcoholic spirits. 1d. at 12.
i.  TTB’s Mandatory Label Reviews (COLASs) Are Inadequate

Regardless of whether a label bears a health-related statement, the TTB must generally
preapprove wine, distilled spirit, and malt beverage labels.® See 27 C.F.R. 8§ 4.50-4.52 (wine);
id. at 88 5.55-5.56 (distilled spirits); id. at 88 7.40-7.42 (malt beverages). To obtain the TTB’s
approval, alcohol producers may apply for a Certification/Exemption of Label/Bottle Approval
(“COLA”). The TTB will reject the application if the label fails to comply with applicable
regulations or is otherwise deficient. For instance, the TTB will decline to approve an
application if the label bears a misleading health-related statement in violation of the regulations
discussed above. The TTB evaluates health-related statements on a case-by-case basis during its
label reviews. See id.

Although the TTB will examine health-related statements that appear on labels of
alcoholic beverages during its standard review, the “COLAs Online” process is not equipped to
receive information necessary to demonstrate that a particular-health related claim is
substantiated (to wit, that the claim is truthful and non-misleading, and supported by reliable
scientific evidence). For instance, the only type of label attachments included within a filed
COLA application include JPEG and TIFF file formats that use only RGB color mode. See TTB,

COLAs and Formulas Online FAQs.® Moreover, the paper COLA application, TTB F 5100.31,

8 Certain changes to labels that the TTB has previously approved may be made without
obtaining a new certification/exemption of label/bottle approval (“COLA”) from the TTB. See,
TTB, List of Allowable Changes to Approved Labels, available at
http://www.ttb.gov/labeling/allowable_revisions.shtml#completeL.ist (last accessed Mar. 31,
2016).

% Available at http://www.tth.gov/fags/colasonline.shtml (last accessed April 5, 2015).
13
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which can be submitted in lieu of an electronic application, includes no exceptions or provisions
that allow submission of detailed scientific information related to health statements on labels or
labeling.

Even if the COLA process permitted the submission of information regarding a health-
related statement that appears on the label of an alcoholic beverage, the TTB could, theoretically,
leave applicants buried within “corrective” processes inherent to the COLA review process. The
system of administrative appeals is not designed (nor efficient enough) to prevent significant
constitutional injury or alleviate the burdens of the TTB’s prior restraint of health claim
language. As explained below, a deprivation of First Amendment rights, even for minimal
periods of time, constitutes an irreparable constitutional injury. Elrod v. Burns, 427 U.S. 347,
373-74 (1976). To the extent Bellion is precluded from communicating its truthful scientific
information, it suffers an irreparable constitutional injury.

The COLA process is also too narrow to achieve the proper review of claims that would
be used beyond labels or labeling. The COLA process pertains solely and exclusively to content
appearing on spirit labels or labeling. That approval process has no relationship to advertising
statements, or promotional content that may appear beyond the “label” of an alcoholic product.
Thus, the COLA process would provide inadequate and inefficient relief for Bellion here.
Petitioners are not requesting the use of specific health-related statements on a specific label, but,
rather, they seek permission to include the proposed health-related statements throughout their
labels, advertising, and promotional content. Moreover, Bellion would choose from among the
various health claims subject to approval when designing or implementing labeling changes.

Bellion should not be required to independently clear health claims through the COLA process

14
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when such approval can most efficiently and pragmatically proceed through one health claim
petition, the instant petition.
ii. TTB Advanced Review of Advertisements Is Inadequate

Although the TTB must preapprove alcoholic beverage labels, its regulations do not
require preapproval of alcoholic beverage advertisements, including those that contain health-
related statements.’® The TTB, however, may review advertisements that appear in various
media (e.g., online, print, or broadcast) on a case-by-case basis, either on its own accord or in
response to complaints it receives about specific advertisements. Like labels, the TTB reviews
alcoholic beverage advertisements on a case-by-case basis. See id. at § 7.54(a), (€)(2)(i) (malt
beverages); id. at § 5.65(a)(1), (d)(2)(i) (distilled spirits); and id. at 84.64(a)(1), (i)(2)(i) (wine).

An alcoholic beverage advertiser faces serious risk when it includes a health-related
statement in advertisements. For instance, several years prior, the TTB targeted an
advertisement for alcoholic beverages that contained ingredients associated with non-alcohol
energy drinks on the grounds that they implied that ingestion of the extra ingredients would
result in a stimulating or energizing effect or enable consumers to drink more of a product
without feeling the effects of alcohol in violation of the TTB’s advertising regulations. Rather
than have an advertiser bear the risk that the TTB will initiate enforcement action for use of a
health-related statement in an advertisement, the TTB must provide a clear pathway for

premarket claims approval.

10 Alcoholic beverage industry member may, voluntarily, pre-clear advertising with the
TTB.
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iii. Bellion Has the Right to Petition the TTB for Health Claims

The First Amendment guarantees the right to petition government for redress. Am. Bus.
Ass’n v. Rogoff, 649 F.3d 734, 738 (D.C. Cir. 2011) (“The right to petition is cut from the same
cloth as the other guarantees of [the First] Amendment, and is an assurance of a particular
freedom of expression”). The right “extends to [petitioning] all departments of the Government,
including administrative agencies and courts.” Id. (quoting Cal. Motor Transport Co. v.
Trucking Unlimited, 404 U.S. 508, 510 (1972)). That pathway is particularly important here,
where Bellion’s commercial speech might otherwise subject it to liability absent TTB’s
preapproval of health claim language.

Administrative agencies are obliged by the Administrative Procedures Act (APA) to
respond to petitions of the kind here presented. See 5 U.S.C. § 555(e) (requiring a response to a
petition along with a “statement of the grounds for denial”).

Consistent with the constitutional requirement for prompt relief in matters trenching upon
free speech, federal courts have routinely excused the exhaustion doctrine in the administrative
context where, as here: (1) the unexhausted remedy would plainly be inadequate; (2) a
constitutional claim remains at issue even after theoretical exhaustion occurred; (3) the relief
requested cannot be granted by the agency (e.g., through a facial challenge to agency
regulations); (4) exhaustion would be futile; and (5) the petitioner would otherwise suffer
irreparable harm if unable to secure immediate judicial review. See, e.g., Dawson Farms, LLC v.
Farm Serv. Agency, 504 F.3d 592, 606 (5th Cir. 2007); Ace Prop. & Cas. Ins. Co. v. Fed. Crop
Ins. Corp., 440 F.3d 992, 999-1000 (8th Cir. 2006); McBride Cotton & Cattle Corp. v. Veneman,
290 F.3d 973, 980 (9th Cir. 2002). In other words, to the extent the TTB refuses to promptly and

timely respond to this petition, relief in the district courts will be appropriate to prevent Bellion’s
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imminent loss of First Amendment rights through TTB’s prior restraint on truthful health claim
language. It is the law that TTB prohibits health statements on the labels, in the labeling, and in
the advertising of alcohol containing products, unless it acts to allow or approve of the
statements. Hence, there is an immediate and all-encompassing prior restraint on precisely the
claims Bellion seeks in this petition, which restraint can either be lifted promptly by TTB or
judicial review is warranted under the common exceptions to the exhaustion doctrine.

The TTB’s health claim regulations and review process described in Sections 7.54(e) and
5.42(b) have erected a total ban on health related claims in the marketplace, in part, because the
TTB has yet to implement the administrative process or structure needed to consider a properly
noticed health claim petition. The TTB conceded that point in prior rulemaking: “TTB agrees
that the regulations make it difficult to present a substantive health claim (for example, one
involving cardiovascular benefits associated with moderate alcohol consumption)...” See Final
Rule, Healht Claims and Other Health-Related Statements in the Labeling and Advertising of
Alcohol Beverages, 68 Fed. Reg. 10076 (Mar. 3, 2003). The lack of meaningful review
procedures effects an unconstitutional prior restraint of health claims in the marketplace, and
renders action on this instant petition necessary. TTB may not shirk its constitutional duty under
the First Amendment to ensure that truthful health statements are not suppressed; consequently,

in the face of the present petition, it must review it and it must do so promptly.

C. Bellion’s Proposed Health Claims Are Truthful, Non-Misleading, and Satisfy
the TTB’s Health Claim Regulations

Bellion has proposed the use of eight (8) health claims that accurately reflect the
scientific evidence concerning NTX® technology. Those statements are truthful, substantiated

by scientific and medical evidence; are sufficiently detailed and qualified with respect to the
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categories of individuals to whom the claim applies; adequately disclose the health risks
associated with both moderate and heavier levels of alcohol consumption; and explain the
categories of individuals for whom any alcohol consumption poses risks.

The claims sufficiently describe the categories of individuals to whom the claims apply.
Bellion’s functional spirit infused with NTX® is designed for use by all lawful consumers of
alcoholic beverages. The ill-effects of alcohol use are common knowledge and sufficiently
known by the TTB and consumers. According to the World Health Organization’s most recent
data, the harmful use of alcohol is among the top five risk factors for disease, disability, and
death. See Vladimir Poznyak & Dag Rekve, Global Status Report on Alcohol and Health 2014,
World Health Org., p. 2.1* The long-term effects of alcohol consumption can damage most
organs of the human body. Caan, Woody; Belleroche, Jackie de, eds. (11 April 2002). Drink,
Drugs and Dependence: From Science to Clinical Practice (1st ed.). Routledge. pp. 19-20.

Liver diseases are the predominant health concern associated with alcohol consumption
because over time heavy drinking causes the multifaceted disease known as Alcoholic Liver
Disease (“ALD”). ALD is characterized by hepatic steatosis or increased fat deposits in the
liver. It can cause alcoholic hepatitis, also known as inflammation of the liver, and cellular stress
from oxidation of the liver. See Aditya Ambade & Pranoti Mandrekar, Oxidative Stress and
Inflammation: Essential Partners in Alcoholic Liver Disease, International Journal of
Hepatology, Volume 2012 (2012), Art. ID 853175.12 After prolonged alcohol consumption,

ALD culminates in irreversible destruction and scarring (fibrosis) of the liver tissue called

11 Available at http://apps.who.int/iris/bitstream/10665/112736/
1/9789240692763 eng.pdf?ua=1 (last accessed April 4, 2016).
12 Available at http://www.hindawi.com/journals/ijh/2012/853175/ (last accessed April 4,

2016).
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cirrhosis, which ultimately leads to liver failure. See Mayo Clinic, Alcohol Use Disorder:
Complications, (July 25, 2015).1® While it is axiomatic in the ALD context that the more heavily
one consumes alcohol—and the greater frequency of drinking—the more likely one is to develop
cirrhosis, it should be noted that alcohol tolerance varies from person to person, and for some
people one drink a day is sufficient to leave permanent scars on the liver. See Jennifer,
Robinson, M.D., Understanding Cirrhosis of the Liver, WebMD (February 1, 2015).* Thus,
hepatoprotective effects that limit liver injury are cumulative and likely to benefit moderate
drinkers over their adulthood.

The CDC reported 36,427 deaths in 2013 from chronic liver diseases, making it the 12th
leading cause of death in the United States. See Jiaquan Xu, M.D., Sherry Murphy, B.S.,
Kenneth Kochanek, M.A., & Brigham Bastian, Deaths: Final Data for 2013, Nat’l Vital
Statistics Reports Vol. 62 No. 2, 45 (February 16, 2016).%°> That category is broken down into
two sections: (1) ALD, accounted for 18,146 deaths; and (2) other chronic liver diseases and
cirrhosis, accounted for 18,281 deaths in the United States in 2013. Id. The annual inpatient
cost for alcohol-related cirrhosis in 2014 was $850 million, and this figure does not account for
the unknown millions more spent on outpatient treatments. See Lauren Beste, M.D., Alcoholic
Liver Disease, Gastroenterology & Hepatology, Vol. 12, Issue 1, (January 2016).°

Aside from ALD, recent research is demonstrating that alcohol abuse causes the dual-

13 Available at http://www.mayoclinic.org/diseases-conditions/alcohol-
usedisorder/basics/complications/con-20020866 (last accessed April 4, 2016).

14 Available at http://www.webmd.com/digestive-disorders/understanding-cirrhosis-
basic-information?page=2 (last accessed April 4, 2016).

15 Available at http://www.cdc.gov/nchs/data/nvsr/nvsr64/nvsre4_02.pdf (last accessed
April 4, 2016).

16 Available at
http://www.gastroenterologyandhepatology.net/index.php/archives/january-2016/alcoholic-liver-
disease/ (last accessed April 4, 2016).
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harms of accumulated DNA damage and alcohol-induced dysfunction to DNA repair, which
coalesce into the well-known negative effects of alcohol on the brain, i.e. brain damage. See
Inna Kruman, George Henderson, and Susan Bergeson, DNA Damage and Nuerotoxicity of
Chronic Alcohol Abuse, 237 Exp Biol Med 7, 740-47 (July, 24, 2012).1" Those twin effects of
chronic alcohol consumption result in genomic instability and the death of neurons. 1d. Those
destructive effects to the very building blocks of the nervous system are likely the reason that
brain damage, including central nervous system degeneration, are associated with chronic
alcohol consumption. Id.

The ill-effects of alcohol abuse are well-documented. The problems associated with
lower levels of alcohol consumption are also documented. See, e.g., National Institute on
Alcohol Abuse and Alcoholism, National Institutes of Health, State of the Science Report on the
Effects of Moderate Drinking (Dec. 19, 2003).%8 Studies suggest that even moderate drinking
may contribute to genetic and organ damage. See, e.g., Castelli, E., et al., Indicators of genetic
damage in alcoholics: reversibility after alcohol abstinence, Hepatogastroenterology, 1999 May-
Jun; Vol. 46(27):1664-8; Honor Whiteman, Young adults ““damage DNA”” with weekend alcohol
consumption, MedicalNewsToday.com (Jan. 2, 2014);'° Rendén-Ramirez, R., et al., Oxidative
damage in young alcohol drinkers: A preliminary study, Alcohol Intn’l Biomed. Journal, 2013
November; Vol. 47(7):501-504. Given the frequency and volume of alcohol consumption in the

United States, any product that affords liver and genetic protection during ethanol metabolism is

17 Available at www.ncbi.nlm.nih.gov/pmc/articles/PMC3685494/ (last accessed April 4,

2016).

18 Available at http://pubs.niaaa.nih.gov/publications/ModerateDrinking-03.htm (last
accessed April 11, 2016).

19 Available at http://www.medicalnewstoday.com/articles/270735.php (last accessed
April 11, 2016).
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of considerable health value to consumers nationwide—even if that protective effect merely

mitigates, as opposed to eliminates, the damage.

D. Bellion’s Health Claims Concerning NTX® Hepatoprotective Effects and
DNA Protection Are Truthful and Adequately Substantiated by Scientific
and Medical Evidence

The hepatoprotective effect of NTX® is supported by the attached exhibits 1, 3, and 5,
and through the more than 100 peer-reviewed scientific publications attached. Those reports,
studies, and datasets are herein incorporated into this petition by reference, including the expert
reports of Dr. Sidney Stohs and Dr. Harry Preuss. Bellion’s experts explain that the requested
health claims are supported by the scientific evidence, including product-specific testing, peer-
reviewed literature, and animal and in vitro test data.

As discussed above, the harms of alcohol consumption are well documented, and the
most common chronic alcohol issue is ALD, which is defined by lesions on the liver ranging
from hepatic steatosis to cirrhosis and eventually liver failure. The cascading negative effects of
alcohol on the liver are attributable to the mechanisms of alcohol toxicity, which can be
summarized in five steps: (1) the metabolism of alcohol to highly toxic acetaldehyde and free
radical species; (2) the production of reactive oxygen (ROS) and nitrogen species with resulting
oxidative stress; (3) the inflammatory release of cytokines as tumor necrosis factor-alpha and
interleukin-6; (4) abnormal lipid metabolism, oxidative DNA damage, formation of protein, and
DNA adducts with metabolites of alcohol and acetaldehyde; and (5) ultimately induction of
apoptosis or necrosis with subsequent multi-system organ failure. See Stohs Rep. at 2.

Biomarkers are biological indicators of the health of an organ. Just as blood sugar

elevation is associated with diabetes, common biomarkers can be used to track the progression of
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ALD. Elevations of these biomarkers indicate liver disease, while decreases occur as the liver
heals. See id. at 2-3.

Liver health is generally measured or evaluated through several generally-accepted
biomarkers. See Preuss Rep. at 3. Those markers indicate disruption of the hepatic function.
Scientists evaluate measurements related to the blood serum levels of enzymes such as alanine
aminotransferase (ALT), aspartate aminotransferase (AST), gamma-glutamyltransferase (GGT),
and alkaline phosophatase (ALP). See id. Elevated circulating levels of those enzymes indicate
liver injury from excess alcohol intake. See id. Moreover, a reduction of those serum levels
occur as the liver begins to repair itself. See id.

Scientists may look to other biomarkers to evaluate liver function. The hepatic
metabolism of alcohol causes excess production of tissue-damaging free radicals and reactive
oxygen species (ROS). Markers of oxidative stress and oxidative tissue damage include the
production of ROS, the lipid malondialdehyde (MDA), protein carbonyl formation, and DNA
damage. Moreover, reductions in glutathione (GSH) levels could indicate intercellular
antioxidant and chemoprotectant characteristics in human tissues, in part, because reductions in
GSH levels are associated with changes to oxidative stressors. See id. at 3-4. Therefore, GSH
content is considered an important marker for ROS and free radicals. See id. at 4.

The two primary approaches for successful prevention and reversal of liver damage are
abstinence from alcohol and appropriate nutritional support. See id. Because the vast majority
of alcohol users will not abstain, the need to develop safer means of alcohol consumption to
reduce the associated morbidity and mortality, as well as the costs to society, are pressing. See
id. To prevent and treat alcohol-induced liver toxicity the mechanism must disrupt and either

inhibit or reverse the five steps of toxicity described above. See id. Studies in humans and
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animals have demonstrated the hepatic protective effects of NTX® as well as its individual
components during acute and chronic alcohol consumption. See id.

The two primary ingredients in NTX® are glycyrrhizin and mannitol, which work
synergistically to protect the liver from the harmful health effects of alcohol. See Stohs Rep. at
4. A randomized, double-blind, placebo-controlled cross-over clinical trial involving 12 human
subjects found that NTX® produced a significant decrease in the biomarkers for liver toxicity.
See id. Another similar test with 31 human subjects showed a significant reduction in
biomarkers of liver disease and oxidative liver effects, and the authors indicated that NTX® may
be effective at reducing the negative effects of alcohol consumption. Id. Furthermore, the
synergistic effects of mannitol and glycyrrhizin were demonstrated in a 28 day study in rats
where the substances restored the biomarkers of liver function to as high as 80% of normal. See
id. at 5. In all, over 70 studies show the key components of NTX® produce liver protecting,
antioxidant, and anti-inflammatory effects. See id. at 7.

Antioxidants and Anti-Inflammation:

The health-related statements regarding the antioxidant, anti-inflammatory effects of
NTX® that serve to protect the liver against oxidative damage have been thoroughly
substantiated. Human and animal studies alike demonstrate the positive biomarker effects of
glycyrrhizin by inhibiting the lipid accumulation in the liver and decreasing inflammatory
cytokines, which reduction protects liver function. See id. at 8. Several studies have confirmed
the tissue protective effects of mannitol, as it is already used as an antioxidant in conjunction
with heart bypass surgeries and as an anti-inflammatory in tissue baths following kidney
transplants. See id. at 9. Fifty human studies and a number of animal studies confirm NTX®’s

primary ingredients protect against oxidative liver damage. See id. at 12.
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A series of animal studies have therefore shown that licorice extract and mannitol
favorably decrease reactive oxygen species (ROS) and similar metabolites, lipid peroxidation
(MDA formation) as well as carbonyl protein formation secondary to alcohol-induced
production. See Preuss Rep. at 4. Those studies also show a positive increase in the levels of
endogenous antioxidant reduced glutathione (GSH). See id. Those key findings concerning
glycyrrhizin and mannitol have been corroborated in clinical studies. See id. NTX® was shown
to decrease alcohol-induced DNA damage in human peripheral lymphocytes. See id. at 5.
NTX® was also shown to enhance the levels of the enzymes catalase, GPX, and SOD that are
responsible for decomposing ROS. See id. Thus, NTX® had an ability to protect hepatocytes
from the damaging influences of ROS and oxidative stressors. See id. Those findings were
supported by over thirty published animal, in vitro, and human clinical studies confirming the
antioxidant and anti-inflammatory properties of the components in NTX®.

Helps Maintain Normal Liver Function:

The published scientific evidence strongly supports NTX®’s ability to maintain normal
or healthy liver function during and after alcohol consumption. Several published human,
animal, and cell culture studies revealed that NTX® and its components foster normalization or
near-normalization of many liver enzymes, including ALT, AST, GGT, ALP, SOD, GPX, and
catalase. Seeid. at6. NTX®’s proprietary formula (and its components) ameliorate alcohol-
induced inflammation. Glycyrrhizin itself has been shown to reduce serum ALT and AST levels
in patients with chronic hepatitis by at least thirty-five percent (35%). See id.

NTX®’s beneficial effects were documented in a randomized, doubled-blind, placebo-
controlled clinical trial involving twelve human subjects through a cross-over model. NTX®

provided significant decreases and normalization in the examined biomarkers correlating with
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liver toxicity, to wit, ALT, AST, GGT, and ALP. See id. Another randomized, double-blind,
placebo-controlled cross-over clinical trial involving thirty one (31) human subjects revealed that
consumption of alcohol with NTX® significantly reduced the levels of ROS and facilitated
development of normal liver enzyme circulating concentrations. See id.

The enzymes that are normalized were biomarkers of liver health. When those enzymatic
levels decrease, as several randomized double-blind human studies have documented, the ability
of NTX® to preclude alcohol toxicity and help maintain normal liver function is substantiated.
See Stohs Rep. at 13. Several animal studies have shown the defensive and regenerative
properties of NTX®, but one in particular on rats actually produced a marked reduction in
alcohol-induced liver lesions. See id. at 17.

Supports the Liver’s Regenerative Mechanism:

The health-related statements regarding reduction of risk for and amelioration of liver
diseases including fibrosis and cirrhosis have also been scientifically substantiated. A published
meta-analysis summarized the effects of a glycyrrhizin product in 838 patients through 12
randomized trials confirmed that the substance significantly decreased serum levels and
improved liver function in alcoholic liver disease cases. See id. at 20. NTX® co-administered
with alcohol has demonstrated a significant decrease in liver toxicity biomarkers, thereby
facilitating increased liver function and regeneration, which reduces the risk of liver diseases like
fibrosis and cirrhosis. See id. at 22.

Almost fifty published human clinical studies and a substantial number of animal studies
have demonstrated that NTX and its specific components (e.g., glycyrrhizin and mannitol)
support the liver’s normal defense mechanisms against alcohol and other hepatoxins, thus

promoting general liver health in those that might drink moderately. A meta-analysis of twelve
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randomized human clinical studies evaluated data collected from 838 patients with alcoholic
liver disease and concluded that glycyrrhizin significantly decreased serum ALT and AST levels.
See Preuss Rep. at 8. Another study determined that glycyrrhizin reduced the incidence of liver
fibrosis in rats co-administered glycyrrhizin. See id. Another double-blind, comparative, cross-
over clinical trial examined the effects of alcohol on blood levels of ROS in the absence and
presence of co-administered NTX®. See id. The results demonstrated that NTX® statistically
and significantly reduced the alcohol-induced generation of ROS and ROS metabolites, and
further decreased serum lipid peroxidation product MDA, while increasing serum levels of the
endogenous antioxidant GSH. See id. at 8-9. NTX® also significantly decreased serum protein
carbonyl levels. See id. at 9. That data demonstrated that NTX® co-administered with alcohol
decreased the oxidative tissue damage that would otherwise have been observed during alcohol
consumption and metabolism.

Reduces Alcohol-Induced DNA Damage:

NTX® aids in protection of DNA by reducing alcohol-induced damage. Health claims
related to that effect are scientifically substantiated. A randomized, double-blind human study
revealed that alcohol consumption is damaging to DNA because it damages peripheral
lymphocytes, but NTX® significantly reduces the level of damage caused, revealing that it
protects DNA. See Stohs Rep. at 30. One of the key ways NTX® protects DNA is via its anti-
oxidant and suppression of oxidative damage effects. See id. Glycyrrhizin has been show to
prevent DNA fragmentation and modulated programmed cell death. See id. One mechanism of
DNA protection was shown in an in vitro model where glycyrrhizin directly bonded to the major
and minor grooves and phosphate backbone of DNA, thereby protecting it from damage. See id.

at 32.
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Excess alcohol consumption generally contributes to the production of oxidative damage
to DNA and the epigenome. See Preuss Rep. at 13. Reactive oxygen species activate or repress
epigenetic elements like chromatin remodeling, micro-RNAs, DNA (de)methylation and histone
modification. See id. at 13-14. Epigenetic changes, even slight alterations, may affect gene
expression and could ultimately result in liver disorders. See id. at 14. After ingestion, alcohol
can form adducts with DNA, inhibiting the formation of various proteins essential for healthy
hepatic function. See id.. NTX® has been shown through scientific studies and laboratory work
to inhibit those negative effects, in part, by restraining the formation of alcohol-induced DNA
damage.

In one study involving thirty one (31) subjects in a randomized, double-blind, placebo-
controlled cross-over clinical trial, patients challenged with alcohol presented apparent DNA
damage in peripheral lymphocytes as measured by single cell electrophoresis comet assay, the
cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine formation. When
similarly challenged with NTX-infused alcohol, patients presented with a significant reduction in
DNA damage. See id. In addition, various other studies using human and animal tissues have
shown that individually glycyrrhizin and mannitol prevent oxidative DNA damage. See id.

Based on the wealth of peer-reviewed literature, animal studies, human clinical test data,
and product-specific testing, NTX® and its major components have been shown to reduce DNA
damage from DNA single and double strand breaks induced by alcohol and other ROS
generating systems in the liver.

Totality of the Scientific Evidence:

The well-documented scientific reports of Drs. Stohs and Preuss present balanced and

objective evidence concerning the efficacy of NTX®. The more than 100 studies attached to this
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Petition in Exhibit 5 substantiate the health claims requested in section Il of this Petition.
Significantly, in performing its review of the available scientific evidence under this Petition,
TTB must in conformity with First Amendment standards consider all scientific evidence
supportive of the requested claims. The TTB must acknowledge that human clinical testing in
areas concerning alcohol exposure carries significant health and liability risks that render repeat
(or expansive) testing impractical, costly, and perhaps unethical (e.g., long-term studies). The
universe of scientific data is therefore limited by those practical considerations. Animal and in
vitro models must be considered where supportive of the mechanism of action, or where such
studies explain the biophysical or biochemical responses. Animal and in vitro models are often
essential to develop or prove causal connections between the test components and a statistically
significant effect later observed in human models.
E. NTX® Is Safe and Lawful when Added to Alcoholic Beverages

The TTB has already acknowledged that NTX® may safely and lawfully be added to
alcoholic beverages because it has approved the use of NTX® in at least one alcoholic beverage,
Bellion branded vodka. Plus, the TTB has authorized the use of mannitol, glycyrrhizin, and
potassium sorbate, which are the three ingredients that comprise NTX®, in alcoholic beverages
generally, subject to limitations. See TTB, Limited Ingredients: Flavoring Substances and
Adjuvants Subject to Limitation or Restriction (explaining that mannitol, glycyrrhizin, and
potassium sorbate may be added so long as they do not exceed 2.5%, 0.1%, and 0.1%,

respectively).?°

20 Available at http://www.ttb.gov/ssd/limited _ingredients.shtml (last accessed April 5,
2016).
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Similarly, the federal Food and Drug Administration (“FDA”) allows mannitol,
glycyrrhizin, and potassium sorbate to be added to foods, which also establishes that NTX® is
safe. See 21 C.F.R. § 180.25 (approving the use of mannitol as a food additive, and noting that
the ingredient is used as an anticaking agent and free flow agent); id. at §182.3640 (affirming
that potassium sorbate, a chemical preservative, is generally recognized as safe (“GRAS”) when
it is used in accordance with good manufacturing practice); id. at §184.1408 (affirming that
licorice and licorice derivatives, including glycyrrhizin, are GRAS when used as flavor
enhancers in various foods, including alcoholic beverages).

To further attest to the safety of NTX®, Dr. Stohs’ expert report identifies various studies
that have evaluated the safety of NTX® and its constituents, and explains that during such
studies, no serious adverse events were observed. See Stohs Rep. at 33-34.

F. The Proposed Claim Adequately Explains the Health Risks
Associated with Both Moderate and Heavier Levels of Alcohol
Consumption and Explains the Categories for Whom Any Alcohol
Consumption Poses Risks

Consistent with section 111 supra, all Bellion advertising, labeling, and promotional
material will feature the following disclaimer that corresponds with the proposed health claims:

NTX® does not protect against all health risks associated with moderate and
heavy levels of alcohol consumption, including, but not limited to, motor
vehicle accidents, high blood pressure, stroke, cancer, birth defects,
psychological problems, and alcohol dependency. Do not consume alcohol
if: you are younger than the legal drinking age; you are pregnant or may
become pregnant; you are taking medicine that can interact with alcohol; you
have a medical condition for which alcohol is contraindicated; you plan to
drive; or you cannot restrict your drinking to moderate levels. If you
consume alcohol, only consume it in moderation. “Moderation” means up to
one drink per day for women and up to two drinks per day for men.

That disclaimer adequately and succinctly identifies the range of individuals who should not

consumer alcohol, including, e.g., those with medical conditions or pregnant women. The claim
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identifies the risks of moderate and heavy alcohol consumption that are not addressed through
the NTX® technology.

Read in conjunction with the requested health claims, the speech conveyed to consumers
precludes any suggestion or impression that alcohol is unequivocally safe to consume. Rather,
the claim conveys the truthful and non-misleading impression that alcohol infused with NTX® is

healthier than conventional alcoholic beverages, but not a “healthy” product in general terms.

G. The Proposed Claims Do Not Render NTX® a “Drug” Under
Federal Law

The TTB has primary jurisdiction over the labeling and advertising of alcoholic
beverages that are subject to the federal Alcohol Administration Act (“FAA Act”). See 27
U.S.C. § 205(e), (f); 27 C.F.R. Parts 4, 5, 7. The FAA Act applies to distilled spirits and certain
wines and malt beverages. See 27 U.S.C. § 211(a)(5) (defining “distilled spirit” to mean “ethyl
alcohol, hydrated oxide of ethyl, spirits of wine, whiskey, rum, brandy, gin, and other distilled
spirits, including all dilutions and mixtures thereof, for non-industrial use”); id. at § (a)(6)
(defining “wine” as, inter alia, containing 7 percent or more alcohol by volume); id. at §
211(a)(7) (defining “malt beverage” as “a beverage made by the alcoholic fermentation of an
infusion or decoction, or combination of both, in potable brewing water, of malted barley with
hops, or their parts, or their products, and with or without other malted cereals, and with or
without the addition of unmalted or prepared cereals, other carbohydrates or products prepared
therefrom, and with or without the addition of carbon dioxide, and with or without other
wholesome products suitable for human food consumption”).

The FDA has also noted “that certain curative, therapeutic, or disease-prevention claims

for an alcoholic beverage might place the product in the category of a drug under the Federal
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Food, Drug, and Cosmetic Act (FFDC Act), 21 U.S.C. 321(g)(1)(B). See 68 Fed. Reg. 10076,
10078 (Mar. 3, 2003). The TTB agreed with the FDA, but also acknowledged that the TTB’s
system of “health claims” regulation is a separate regulatory model that mirrors the FDA’s health
claim model for foods and dietary supplements. In the preamble to its final rule for health claims
and other health-related statements, the TTB explained:

After giving careful consideration to these comments, and consulting with FDA,
TTB does not agree that its health claim regulations should be identical to those of
FDA. FDA regulations were promulgated pursuant to a very specific grant of
authority by Congress under the NLEA. Because of the differences in statutory
authority, as well as the differences in the products regulated under these two
statutes, TTB's regulatory scheme for health claim labeling will differ from FDA's
regulatory scheme.

However, TTB agrees with the FDA comment in several respects. Most
importantly, we agree that it is important to ensure that alcohol beverage producers
do not violate the new drug provisions of the FFDC Act when seeking to use
specific health claims on alcohol beverage labels. It would be where the use of that
claim would render the product subject to FDA's jurisdiction over drugs.
Furthermore, FDA's authority over new drugs has significant public health and
safety consequences. TTB does not wish to create any confusion on the part of
industry members regarding their obligations to comply with FDA's requirements
over drug claims.

In the past, ATF merely advised industry members that they should be aware of the
fact that the use of a health claim on an alcohol beverage label may subject the
product to FDA's jurisdiction. However, after reviewing the comments on this
issue, we met with FDA to discuss a process whereby TTB and FDA could consult
on the use of specific health claims on alcohol beverage labels. In this way, FDA
would have an opportunity to object to the use of a specific health claim, based on
its jurisdiction over drugs, prior to any TTB action.

Accordingly, the final rule now provides that TTB will consult with FDA, as
needed, on the use of specific health claims on labels. If FDA determines that a
specific health claim is a drug claim that is not in compliance with the requirements
of the FFDC Act, TTB will not approve the use of such statement on a label. There
is no similar provision in the advertising regulations, since advertisers are not
required to obtain prior approval from TTB. We will of course consult with FDA,
as appropriate, if the question arises as to whether an advertisement is in violation
of the FFDC Act.

Id. at 10098.
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While the TTB has enacted regulations governing the use and dissemination of “specific
health claims,” and has accepted jurisdiction by “evaluat[ing] such statements on a case-by-case
basis...,”?! the TTB also lacks authority to impose FDA regulatory requirements on spirit
products. Neither the FAA Act nor the interpretive case law confers authority on the TTB to
look beyond the TTB’s enabling regulations in, for instance, 27 C.F.R. 8 7.29(e) to determine
whether a product claim is permissible under regulations enforced by other sister agencies
without jurisdiction.

The ATF (TTB’s predecessor) has acknowledged that “there are differences between
ATF’s statutory mandate to prevent misleading statements on labels and in advertising of
alcoholic beverages under the FAA Act, and the more specific authority given to FDA in
regulating health claims on food labels pursuant to the NLEA.” See Health Claims in the
Labeling and Advertising of Alcoholic Beverages, ATF IC 9308, 1993 WL 719948 (ATF Aug. 2,
1993).

Those points notwithstanding, the TTB health claim regulations are clearly designed to
exempt certain “health claims” from the federal “drug” model when used for spirit beverages and
subject to TTB preapproval. The TTB regulations unambiguously provide for TTB approval of
“health claims” and “specific health claims” that “characterize[] the relationship of the malt
beverage, alcohol, or any substance found within the malt beverage, to a disease or health-related
condition.” See 27 CFR 8 7.54(e)(ii). That language mirrors the FDA’s “health claim”
exemptions under the NLEA, wherein the FDA approves claims that also “characterize the

relationship between the substance in a food to a disease or health-related condition...” See, e.g.,

21 See, e.g., 27 C.F.R. § 7.54(e).
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21 C.F.R. §101.70(f); 21 U.S.C. § 343(r)(1)(B) (defining a health claim to mean a claim that
“characterizes the relationship of any nutrient . . . to a disease or a health-related condition . . .”)..
Through the passage of 27 C.F.R. 8§88 7.29, 7.54, and similar regulations, the TTB unambiguously
established a pathway for health claim approval that is specific to TTB’s jurisdiction and
independent of the FDA’s statutory authority and regulatory models.

Nonetheless, the health claims requested by this petition are not treatment or drug claims
but, rather, claims that describe the role of the NTX® dietary ingredients that is intended to
affect the structure or function of humans through well-documented mechanisms showing that
NTX® maintains, protects, or supports those structure (to wit, hepatic systems and DNA). The
FDA expressly excludes such claims from the definition of “drug” under Section 403(r)(6) of the
federal Food, Drug, and Cosmetic Act. See 21 U.S.C. 8 343(r)(6). Certain of the claims pertain
to the reduction in the risk of disease effected by NTX® but they are, in that respect,
indistinguishable from claims FDA and the federal courts regard as health claims. The FDA
expressly excludes such “health claims” from the definition of “drug.” See id. at § 343(r)(1)(B),
(3)-(5). Although the FDA'’s regulatory model regarding health claims is not applicable here in
the TTB context, the FDA’s system—ifrom which the TTB’s regulation is apparently modeled—
expressly excludes health claims from the “drug” context. See id. at § 343(r)(1)(B) (defining
health claim as one that characterizes a relationship between a substance and a disease or health-
related condition).

H. The Proposed Health-Related Statements Constitute Protected
Commercial Speech under Central Hudson and Its Progeny
The proposed health-related statements are protected commercial speech under Central

Hudson and its progeny. See generally Central Hudson Gas & Elec. Corp. v. Pub. Serv.
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Comm’n of N.Y., 447 U.S. 557 (1980); see also Rubin v. Coors Brewing Co., 514 U.S. 476
(1995) (applying Central Hudson’s test to strike regulations prohibiting beer producers from
truthfully disclosing the alcohol content of beers). In Central Hudson, the U.S. Supreme Court
acknowledged that the First Amendment protects commercial speech from unwarranted
government intrusion, albeit less so than other constitutionally guaranteed expression. See 447
U.S. at 562. “The protection available for particular commercial expression turns on the nature
both of the expression and of the governmental interests served by its regulation.” Id. at 563. If
a commercial “communication is neither misleading nor related to unlawful activity, the
government’s power is more circumscribed.” In that instance, courts evaluate four elements in
determining whether government censorship of commercial speech violates the First
Amendment: (1) whether the speech concerns lawful activity and is not misleading; (2) whether
the government’s interest in prohibiting the speech is “substantial;” (3) whether the prohibition at
issue “directly advances the governmental interest asserted;” and (4) whether the prohibition is
“more extensive than is necessary to serve that interest.” Rubin, 514 U.S. at 482 (citing Central
Hudson, 447 U.S. 557 (1980)).

“The party seeking to uphold a restriction on commercial speech carries the burden of
justifying it.” Bolger v. Youngs Drug Products Corp., 463 U.S. 60, 71, n. 20 (1983). “This
burden is not satisfied by mere speculation or conjecture; rather, a governmental body seeking to
sustain a restriction on commercial speech must demonstrate that the harms it recites are real and
that its restriction will in fact alleviate them to a material degree.” Edenfield v. Fane, 507 U.S.
761, 771 (1993) (citations omitted). To ban the proposed health-related statements, the TTB
must show either that the language is not protected speech or that TTB’s interest in government

censorship is substantial and the method of censorship advances those interests in a direct and
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material way and that there are no obvious, less speech-restrictive alternatives (such as claim
qualifications). Id. at 767.

i. The Health-Related Statements Concern Lawful Activity and
are Not Misleading

As explained in section IV(C), infra, and through the supporting evidence attached
hereto, the available scientific record substantiates the truthfulness of the proposed health-related
statements. The sale of Bellion Vodka and/or other alcoholic beverages containing NTX through
the use of truthful and non-misleading health claims constitutes constitutionally protected
activity. Moreover, no evidence demonstrates that the proposed health-related statements create
a misleading impression concerning the effects on health of alcohol. No evidence suggests that
Bellion’s health claims would promote an increase in alcohol consumption. Where TTB imposes
an outright ban on a claim based on the alleged existence of implied claims, the TTB’s decision
must be supported by empirical evidence demonstrating that consumers actually understand the
label to convey the implied claims and are misled by them.?? The TTB’s regulations
acknowledge that claims should be remedied through disclaimers. Here, Bellion’s claims are
supported by reliable scientific evidence. Thus, at worst, the proposed health-related statements

are only potentially misleading. That distinction is critical because potentially misleading speech

22 \Where TTB imposes an outright ban on a health-related statements, the TTB’s decision
must be supported by empirical evidence demonstrating that consumers actually understand the
statement to convey the misleading claims, are misled by those claims, and that the proposed
qualifying language would not otherwise remedy that misleadingness. See Fleminger, Inc. v. U.S.
Dep’t of Health and Human Servs., 854 F. Supp. 2d 192, 216 (D. Conn. 2012) (explaining that,
based on established precedent, agencies must have “empirical evidence in connection with the
government’s outright ban on the proposed health claim”); see also Whitaker v. Thompson, 248
F. Supp. 2d 1, 11 (D.D.C. 2002) (citing Pearson v. Shalala, 164 F.3d 650, 659-60 (D.C. Cir.
1999) (explaining that a complete ban of a claim would be approved only under narrow
circumstances, i.e., when there was almost no qualitative evidence in support of the claim and
where the government provided empirical evidence proving that the public would still be
deceived even if the claim was qualified by a disclaimer”).
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is entitled to constitutional protection under the First Amendment and may not be banned
outright by this or any other federal agency. See Pearson v. Shalala, 164 F.3d 650 (D.C. Cir.
1999) (“Pearson 1).

To establish that the proposed health-related statements are potentially misleading (as
opposed to truthful and non-misleading), the TTB must have factual evidence showing that they
are misleading before it may censor them because the TTB—not Bellion—has the burden to
justify restrictions on speech. See Pearson I, 164 F.3d at 659 (explaining, in part, that the
required use of disclaimers is a burden on speech). The TTB cannot declare a statement
misleading, and bar that statement outright, by uttering the word “misleading” or resorting to
categorical labels. To prove any of the proposed health-related statements is deceptive, the TTB
“must offer consumer data or other extrinsic evidence to show that the audience to which the
advertisement is directed is in fact misled [or capable of being misled] by the advertisement.”
Stokely-Van Camp, Inc. v. Coca-Cola Co., 646 F. Supp. 2d 510, 525 (S.D.N.Y. 2009) (citing
Time Warner Cable, Inc. v. DIRECTV, Inc., 497 F.3d 144, 158 (2d Cir. 2007)); see also Scotts
Co. v. United Indus. Corp., 315 F.3d 264, 273 (4th Cir. 2002) (explaining that if a plaintiff
challenges “a claim of implied falsehood, a plaintiff must demonstrate, by extrinsic evidence,
that the challenged [advertisements] tend to mislead or confuse consumers”); Pizza Hut, Inc. v.
Papa John’s Int’l, Inc., 117 F.3d 489, 497 (5th Cir. 2000) (“if the statements at issue are either
ambiguous or true but misleading, the plaintiff must present evidence of actual deception”)
(citations omitted).

The TTB cannot show that any of Bellion’s proposed health-related statements is
misleading, because the TTB cannot show that (1) the health-related statement misleads

consumers into thinking that alcoholic beverages containing NTX® are healthy; or (2) that
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consumers will consume more alcoholic beverages than they otherwise would without the health-
related statement.

Consumers remain aware that alcohol is unhealthy when consumed in excess or on a
regular basis. See RESTATEMENT (SECOND) OF TORTS § 402A cmt. j (1965) (exempting
alcohol sellers from liability for failing to warn of alcohol dangers, which includes dangers from
consumption “in excessive quantit[ies]” and consumption “over a long period of time,” because
those dangers are “generally known and recognized” by the public). Consumer impact surveys
in the mid-1990s concerning health claims on wine products found that participants exposed to
those health-related statements did not exhibit a diminished understanding of the risks of
drinking. See Lieberman, supra, 58 Food & Drug L.J. at 515. Moreover, the proposed claim
qualification, and indeed any comparable and reasonable qualification—which would be
acceptable to Bellion—disabuses consumers of any notion that alcohol consumption is safe or
that drinking to excess is advisable.

To the extent that the TTB would view the proposed health-related statements as specific
health claims, the qualification or disclaimer proposed herein that will appear as part of them
ensures that any potential misleadingness as to the effects on health of alcohol consumption will
be dispelled. The proposed disclaimer: (1) is sufficiently detailed and qualified with respect to
explaining the categories of individuals to whom the claim applies; (2) adequately discloses the
health risks associated with both moderate and heavier levels of alcohol consumption; and (3)
outlines the categories of individuals for whom any levels of alcohol consumption may cause

health risks.
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In sum, there is no basis to conclude that the proposed health-related statements, with the
accompanying claim qualification or disclaimer, are potentially misleading or misleading in any
respect.

ii. Outright Censorship of the Truthful and Non-Misleading Health-
Related Statements Does not Advance any Governmental Interest and
Contradicts the TTB’s Stated Objectives

Under Central Hudson, the government must assert a “substantial interest” in restricting
speech. Coors, 514 U.S. at 483. Assertion of a substantial interest is not a trifling or
insignificant burden on government action. Identifying the asserted interest is critical to an
assessment under Central Hudson.

The TTB has previously explained that health-related statements must be regulated to
prevent alcohol abuse by those consumers who might mistake alcohol for a healthy (or at least
less harmful) product. In other words, the TTB has historically argued that it has an interest in
prohibiting truthful statements which, by implication, “tend to create a misleading impression”
that might encourage consumers to consume more alcohol to their detriment. If the TTB claims
a state interest in protecting consumers from truthful information that could lead to abusive
behaviors, it should be mindful of the fact that courts have already rejected that approach. See
44 Liquormart, 517 U.S. at 503 (explaining that courts express skepticism over government
interests that “rest on the offensive assumption that the public will respond “irrationally’ to the
truth”).

Health-related statements for alcoholic beverages do not materially influence consumer
drinking patterns, which undercuts the TTB’s theory that protection of consumers from health
claims is a significant state interest. See Lieberman, The Power of Positive Drinking: Are

Alcoholic Beverage Health Claims Constitutionally Protected? 58 Food & Drug L.J. 511, 515
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(2003). The ATF, the TTB’s predecessor, considered this issue in 1998 when wine sellers asked
for authority to promote the consumption of wine in moderation given evidence that
consumption produced beneficial health effects. 1d. The ATF commissioned a consumer impact
study that found health claims on wine labels did not “induce wine drinkers to alter their drinking
pattern, quantitatively or otherwise.” Id. That study also found that “nothing in the proposed
labels appeared to diminish focus group participant perceptions about the risk of drinking.” 1d.
In other words, the health-related statements did not sway consumers into suddenly believing
that the risks of alcohol consumption had dissipated.

Although the TTB might claim a substantial interest in protecting United States
consumers from the ills of alcohol abuse, that interest is legally and factually distinct from a state
interest in protecting consumers from truthful labeling content. Protecting consumers from
truthful, verifiable, and non-misleading ingredient disclosures is a practice at odds with the
TTB’s mission and purpose, and lacks a “substantial” undergirding state interest. Perhaps for that
reason, all nine Justices on the United States Supreme Court agreed that the ATF’s prior label
restrictions were unconstitutional in Coors, and at least one Justice would have applied “full First
Amendment protection” to similar label disclosures involving alcohol content. See Coors
Brewing, 514 U .S. at 491-92 (Stevens, J., concurring).

iii. Censoring the Health-Related Statements Will Not Advance an
Interest in Protecting Consumers from the Ills of Alcohol Abuse

Even if the proposed health-related statements are banned, there is “no evidence to
suggest that [the TTB’s] speech prohibition will significantly reduce [or effect] marketwide
consumption.” See 44 Liquormart, 517 U.S. at 506. Under the third element of Central Hudson,
a restriction on commercial speech is only valid if it directly advances the asserted governmental

interest. Coors, 514 U.S. at 486. The government bears the burden “of showing that the
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challenged regulation advances the Government’s interest “in a direct and material way.’” 1d. at
486-87 (quoting Edenfield v, Fane, 507 U.S. 761, 767 (1993)). “That burden ‘is not satisfied by
mere speculation or conjecture; rather, a governmental body seeking to sustain a restriction on
commercial speech must demonstrate that the harms it recites are real and that its restriction will
in fact alleviate them to a material degree.”” Id. at 487 (quoting Edenfield, 507 U.S. at 770-71).

To meet its burden and show that regulation advances the governmental interest in a
“direct and material way,” the TTB must produce actual evidence that allowing the speech would
harm the interest it seeks to further through the prevention of that speech. See Pearson v. Edgar,
153 F.3d 397, 404 (7th Cir. 1998) (overturning regulation prohibiting real estate brokers from
soliciting where government “produced no evidence in this case that real estate solicitation
harms or threatens to harm residential privacy”). The courts have made clear the TTB cannot
meet that burden “by mere speculation or conjecture; rather a governmental body seeking to
sustain a restriction on commercial speech must demonstrate that the harms it recites are real and
that its restriction will in fact alleviate them to a material degree.” Fla. Bar v. Went For It, Inc.,
515 U.S. 618, 625-26 (1995). “Thus, the government must come forward with some quantum of
evidence, beyond its own belief in the necessity for regulation, that the harms it seeks to remedy
are concrete and that its regulatory regime advances the stated goals.” Pagan v. Fruchey, 492
F.3d 766, 771 (6th Cir. 2007) (citing Edenfield, 507 U.S. at 770-72).

In Pagan, for instance, the Sixth Circuit concluded that an affidavit submitted by the
government was insufficient to prove that the regulation at issue, the posting of “for sale” signs
on cars, directly and materially advanced the state’s interests in traffic safety and aesthetics. Id.
at 772-73. While the government argued that “it would be difficult, expensive, and time-

consuming to conduct studies and provide empirical evidence in support of [the regulation],” the
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court held that government must nevertheless offer some “actual evidence” that the regulation
“will directly advance the government’s asserted interest.” Id. at 773-74; cf. Anderson v.
Treadwell, 284 F.3d 453, 462 (2d Cir. 2002).

The TTB must have “credible evidence” that allowing the speech at issue would harm the
interest asserted. 1d. at 489; see also 44 Liquormart, 517 U.S. at 503 (requiring the government
to provide evidence that prohibiting price advertising would actually advance the governmental
interest in temperance). For example, in Coors the government asserted that allowing breweries
to disclose the amount of alcohol on their labels would promote “strength wars.”?® 1d. However,
the Court recognized that prohibition of alcohol content on beer labels failed to suppress strength
wars to any degree. 1d. at 490-91 (noting that “the Government did not offer any convincing
evidence that the labeling ban has inhibited strength wars”).

Here the TTB has no credible evidence that the proposed health-related statements would
harm any state interest or that consumers would be misled by them, especially when those health
claims are accompanied by the proposed disclaimer. Consumers decide how to drink alcoholic
beverages (quantitatively and qualitatively) based on a variety of reasons that may include
sociological and psychological factors. Convenience and circumstance likely factor more in the
decision than health related-statements. For instance, the quantity of alcohol consumed may
depend on the social environment, the availability of transportation, the age of the drinker, etc.
Accordingly, the concept that prohibiting a health-related statement will influence the rate,
amount, of frequency of alcohol consumption is sheer speculation.

iv. Prohibiting the Proposed Health-Related Statements Is Not
Sufficiently Tailored to Any Governmental Goal

23 A strength war, in that context, is a competition between breweries who “seek to
compete for customers on the basis of alcohol content.” Coors, 514 U.S. at 483.
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To pass constitutional muster under Central Hudson, the final analysis requires the TTB
to prove that a speech restriction is sufficiently tailored to its articulated goal. Coors, 514 U.S. at
490. Assuming arguendo that the TTB has a defined and substantial interest in regulating the
proposed health-related statements, that interest is not directly advanced by the TTB’s censorship
of the claims here in isssue.

Even assuming that the TTB could demonstrate an important state interest, and that
unqualified health-related statement have the potential to mislead, the TTB must then prove that
there are no less speech-restrictive alternatives, such as the disclaimers required under its own
regulations for specific health claims. Pearson I, 164 F.3d at 658-59 (requiring reliance on
disclaimers as a less speech restrictive alternative to outright suppression); Alliance for Natural
Health U.S. v. Sebelius, 714 F. Supp. 2d 48, 71 (D.D.C. 2010) (*ANH I”) (invalidating FDA
disclaimer language and holding that FDA acted unconstitutionally by requiring a more onerous
disclaimer without considering whether a short and succinct disclaimer would be a less
restrictive means); see also Pearson v. Shalala, 130 F. Supp. 2d 105, 120 (D.D.C. 2001)
(“Pearson I17).

Here, as discussed above, the Petitioners propose a disclaimer to accompany the health-
related statements that is sufficient to cure any potential for misleadingness regarding the effects
of alcohol on health. The Petitioners proposed that disclaimer despite TTB having conceded in
prior agency statements that burdensome disclaimers for specific health claims would be
“extremely unlikely [to] fit on a normal alcoholic beverage label.” See Health Claims in the
Labeling and Advertising of Alcoholic Beverages, ATF IC 93-8, 1993 WL 719948 (ATF Aug. 2,
1993). Because “no label has [ever] met,” the standard clearly reveals that the burdens of the

TTB regulations have, to this point, effected a de facto market ban. See, e.g., Erik Bierbauer,
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Liquid Honesty: The First Amendment right to Market the Health Benefits of Moderate Alcohol
Consumption, 74 N.Y.U. L. Rev. 1057, 1068 (1999) (explaining that “[t]he only health statement
that ATF said it would accept was a four-page report with thirty-four footnotes, which the
agency said presented a balanced view of drinking’s good and ill effects.”).

To the extent that the TTB will require a more onerous, lengthy, and burdensome
disclaimer than the one proposed, the TTB would violate the First Amendment’s requirement for
reasonable claim qualification, which is to mandate “short, succinct, and accurate” qualifications.
Pearson 11, 130 F. Supp. 2d at 120. Moreover, there is no proof that onerous and lengthy
disclaimers are the only ones capable of effectuating a legitimate government interest such that
there are no “less restrictive means” through short, succinct and accurate disclaimers, such as the
one proposed in this petition. See Pearson |, 164 F.3d at 658. Absent extrinsic evidence that
such onerous disclaimers are required to cure any alleged misleadingness caused by the proposed
health-related statements, requiring onerous disclaimers is unconstitutional. Indeed, the federal
courts have explained repeatedly that the government acts unconstitutionally unless it can
“demonstrate with empirical evidence that [much shorter] disclaimers ... would bewilder
consumers and fail to correct for deceptiveness.” Whitaker v. Thompson, 248 F. Supp. 2d 1, 5
(D.D.C. 2002); Pearson I, 164 F.3d at 659-60; ANH I, 714 F. Supp. 2d at 63 (invalidating FDA
censorship because the “[a]gency has not provided any empirical evidence, such as ‘studies’ or
‘anecdotal evidence,” that consumers would be misled”).

V. Conclusion

For the foregoing reasons, the Petitioners request that TTB authorize the proposed health-

related statements concerning NTX®. Those claims include the following health claims in

Bellion labels, labeling, advertising, and promotional statements:
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NTX® provides antioxidant and anti-inflammatory support;

e NTX® helps protect against alcohol-induced oxidative damage to the liver;
e NTX® helps maintain normal liver enzyme production and function;

e NTX® supports normal liver defenses and regenerative mechanisms;

e NTX® reduces the risk of alcohol-induced liver diseases, including fibrosis
and cirrhosis;

e NTX® helps maintain normal liver functions;

e NTX® helps protect DNA from alcohol-induced damage; and

NTX® reduces alcohol-induced DNA damage

Any questions concerning this Petition may be directed to Jonathan W. Emord, Esq.
Emord & Associates, P.C., 11808 Wolf Run Lane, Clifton, VA 20124, (202) 466-6937. The
undersigned certify on behalf of the Petitioners that to the best of their knowledge and belief, the
Petition includes all information and views on which the Petitioners rely and is a representative
and balanced submission that includes unfavorable information as well as favorable information

known by the Petitioner to be pertinent to evaluation of the proposed health claims.

DATED: April 12, 2016.

Sincerely,

onathan V%(;r—(j\

Peter A. Arhangelsky

Bethany R. Kennedy

Counsel to Bellion Spirits, LLC
And Chigurupati Technologies
Private Ltd.
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CERTIFICATE OF SERVICE

| HEREBY CERTIFY that on this April 11, 2016, copies of the foregoing Health Claim
Petition and all supporting exhibits were mailed via UPS Next Day Air (in hardcopy and
electronic format) to:

Teresa G. Knapp

Assistant Director, Advertising, Labeling and Formulation Division
Alcohol, Tobacco Tax and Trade Bureau

1310 G Street, NW, Box 12

Washington, DC 20005

Gail Davis

Deputy Assistant Administrator, Headquarters Operation
Alcohol, Tobacco Tax and Trade Bureau

1310 G Street, N.W., Box 12

Washington, DC 20005

Theresa McCarthy (Theresa.McCarthy@TTB.Gov)
Gail Davis (Gail.Davis@TTB.Gov)

Teresa Knapp (Teresa.Knapp@TTB.Gov)

Janet Scalese (Janet.Scalese@TTB.Gov)

Matthew Aboyme (Matthew.Aboyme@TTB.Gov)
John Manfreda (John.Manfreda@TTB.Gov)

Janet Slattery (Janet.Slattery@TTB.Gov)

Counsel for Bellion Spirits, LLC

/s/ Jonathan W. Emord
Jonathan W. Emord
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April 12,2016
Jonathan W. Emord, Esq.
VIA FEDEX OVERNIGHT: {703) 735-8202
John ]. Manfreda, Administrator
Teresa G. Knapp
Gail H. Davis
Alcohol, Tobacco, Tax and Trade Bureau
1310 G Street, N.W., Box 12
Washington, D.C. 20005

Re:  Petition for Health Related Statements for Bellion Vodka with NTX®R:

Dear Mr. Manfreda and Mss. Knapp and Davis:

Please find enclosed two hardcopies of Bellion Sprits, L.L.C.’s and Chigurupati
Technologies Private Ltd.'s petition for health-related statements concerning the effect of NTX®
in distilled spirits and/or other alcoholic beverages. We have enclosed compact discs containing
electronic versions of the petitions in PDF Format. Those CDs contain two versions of Exhibit
5. a public redacted version and a confidential version containing confidential and proprietary
data subject to protection under 5 U.S.C. § 552(b)4).

Please do not hesitate to contact us if’ you have any questions.

Sincerely

onathan W. Emord
Peter A. Arhangelsky
Bethany R. Kennedy

Faomss & AssuClaTrs, PO (2002 466-6937/EAX (202] 466-6938
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RESEARCH SUPPORTING THE HEALTH CLAIMS FOR NTX, A PRODUCT
COMPOSED OF GLYCYRRHIZIN AND MANNITOL, IN CONJUNCTION
WITH ALCOHOL CONSUMPTION

SIDNEY J. STOHS, Ph.D., FACN, CNS, ATS, FAPhA

Dean Emeritus, Creighton University Medical Center

ABSTRACT

The detrimental effects of chronic and heavy alcohol consumption are well
documented, and alcohol is a risk factor or cause of numerous diseases. The most
common problem associated with chronic alcohol consumption is alcoholic liver
disease which can range from hepatic steatosis to more advanced stages as
hepatitis, cirrhosis, hepatocellular carcinoma and ultimately liver failure.

NTX is a patented product composed of the primary ingredients glycyrrhizin and
mannitol that act synergistically. Numerous studies in humans and animals have
demonstrated the liver protective effects of NTX as well as its individual
components during alcohol consumption. Furthermore, the safety of the
ingredients in NTX is well-established. Therefore, health claims regarding NTX
have been set forth based on the totality of the scientific literature, and each
health claim is substantiated and supported by the scientific literature.

INTRODUCTION

The detrimental effects of chronic and/or heavy alcohol consumption are well
established, and alcohol is considered a risk factor or cause of numerous diseases.
More than 50 % of Americans consume alcohol. According to a 2014 report of the
Center for Disease Control (CDC), the cost for excessive drinking in the United

1
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States was $223.5 billion in 2006 in terms of health care costs and lost
productivity?, a number that undoubtedly has increased in subsequent years.
Furthermore, the CDC estimates that there are approximately 88,000 alcohol
related deaths annually?.

The most common problem associated with chronic alcohol consumption is
alcoholic liver disease which is defined by histological lesions on the liver that
range from hepatic steatosis to more advanced stages as alcoholic
steatohepatitis, cirrhosis, hepatocellular carcinoma and liver failure due to
necrosis or apoptosis (programmed cell death)®**. Over 14,000 deaths occur
annually in the United States due to alcoholic liver cirrhosis®.

The mechanisms associated with alcohol toxicity and the induction of alcoholic
liver disease can be summarized as follows: metabolism of alcohol to highly toxic
acetaldehyde and free radical species, production of reactive oxygen (ROS) and
nitrogen species with resulting oxidative stress, release of inflammatory cytokines
as tumor necrosis factor-alpha (TNF-a) and interleukin-6 (IL-6), abnormal lipid
metabolism, oxidative DNA damage, formation of protein and DNA adducts with
metabolites of alcohol and acetaldehyde, and ultimately induction of apoptosis or
necrosis with subsequent multi-system organ failure®®.

Biomarkers are biological indicators of the state of health of an organ or tissue.
Just as blood sugar (glucose) elevation is indicative of and associated with
diabetes, various common biomarkers are useful in assessing the existence,
progression and pathogenesis of alcoholic liver disease. These biomarkers include
measurements of the blood serum levels of the enzymes alanine
aminotransferase (ALT), aspartate aminotransferase (AST), gamma-
glutamyltransferase (GGT) and alkaline phosphatase (ALP). Elevations of the
serum levels of these enzymes occur when the liver is damaged as is the case with
alcoholic liver disease. Conversely, decreases in the serum levels of these

enzymes occur as the liver begins to heal®2,

Other biomarkers that are commonly used to assess the stages of alcoholic liver
disease include total bilirubin, lipid profiles (cholesterol and triglycerides),
hemoglobin or serum ferritin, albumin, platelets, prothrombin time and

2
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international normalized ratio (INR). For example, elevations in blood levels of
cholesterol and triglycerides are associated with faulty liver metabolism of these
lipids which occurs in conjunction with alcoholic liver disease. Similarly, elevated
bilirubin occurs as a result of faulty liver metabolism.

As previously noted, the hepatic metabolism of alcohol results in the production
of free radicals and reactive oxygen species (ROS) leading to oxidative stress
which produces tissue damaging effects. Markers of oxidative stress and
oxidative tissue damage include reactive oxygen species (ROS) production, the
lipid metabolite malondialdehyde (MDA), protein carbonyl formation, and DNA
damage. Increases in these biomarkers serve as indices and measures of alcoholic
liver damage. Reduced glutathione (GSH) content is one of the primary
intracellular antioxidants and chemoprotectants in human tissues, and a decrease
in GSH content occurs as it neutralizes ROS and free radicals. Therefore, a
decrease in GSH is associated with an increase in oxidative stress as occurs in the

case of alcoholic liver disease®*2.

Blood and tissue levels of the enzymes catalase, glutathione peroxidase (GPX) and
superoxide peroxidase (SOD) are also used to obtain information regarding
alcoholic liver disease!®??, These enzymes play important roles in the
decomposition of ROS as hydrogen peroxide. Increases in the levels of these
enzymes are indicative of hepatoprotection.

In individuals with alcohol-associated steatosis, studies indicate that
approximately 20% will develop cirrhosis within 10 years®, and it is estimated that
20% of heavy drinkers will develop acute alcoholic hepatitis!®. The two primary
approaches for successful prevention and reversal of liver damage are abstinence
from alcohol and appropriate nutritional support. Realistically, one cannot
expect the vast majority of alcohol consumers to abstain. Therefore, there is a
pressing need to develop safer strategies for alcohol consumption and treatment
in order to reduce alcohol-associated morbidity and mortality, and the high cost
to society.
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The high morbidity and mortality rate of alcoholic liver disease is attributed to the
cascading sequence of events described above which can ultimately culminate in
multisystem organ failure and death®93, Systems designed to prevent and treat
alcohol-induced liver toxicity and alcoholic liver disease must therefore focus on
disrupting, inhibiting and/or reversing these pathological pathways. As a
consequence, a new category of alcoholic beverages called Functional Spirits has
been created and a product has been patented* that prevents and/or
ameliorates the hepatotoxic effects of alcohol while retaining it desired
characteristics.

NTX is a patented product composed of the primary ingredients glycyrrhizin
glycyrrhizic acid) and mannitol**. It also contains potassium sorbate as an
antioxidant, preservative and antimicrobial. The potassium may also provide
benefits with respect to electrolyte balance. Recent studies in humans and
animals have demonstrated the hepato-protective effects of NTX during alcohol

consumption?*1°,

In a randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 12 subjects, NTX afforded significant liver protection during 12
days of alcohol consumption as evidenced by significant decreases in the serum
levels of the enzyme biomarkers of liver toxicity ALT, AST, GGT and ALP*®. No
adverse effects were observed by any of the subjects in the presence or absence
of the NTX.

A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received 1.5
g alcohol/kg with and without NTX. A seven day washout was provided between
treatments!®. Consumption of alcohol alone caused an increase in serum ROS and
ROS metabolites which persisted for up to 4 hours. In addition, alcohol
consumption resulted in a decrease in serum GSH, an increase in MDA (lipid
peroxidation), an increase in protein carbonyl, and an increase in oxidative DNA
damage in peripheral lymphocytes as determined by the single cell
electrophoresis comet assay, the cytokinesis-block micronucleus assay, and 8-

4
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hydroxy-2-deoxyguanosine formation. Consumption of alcohol with NTX
significantly reduced the levels of ROS and all the oxidative markers. According to
the authors, the results indicated that NTX may “be effective in reducing alcohol-

induced pathophysiological changes”?.

A double blind, comparative, cross-over clinical trial was conducted which
examined the effects of alcohol on blood levels of ROS in the absence and
presence of co-administered NTXY. Twelve normal healthy subjects were used.
The results demonstrated that NTX significantly dampened the alcohol-induced
generation of ROS and ROS metabolites. NTX also decreased serum MDA, a
product of alcohol-induced lipid peroxidation, while increasing serum levels of the
endogenous antioxidant and chemoprotectant GSH. Furthermore, NTX
administration with alcohol significantly decreased serum protein carbonyl levels
which are another marker of alcohol-induced oxidative stress®’.

A 28 day experiment was conducted in rats that daily received 2.5 g/kg/day with
or without various doses of mannitol, glycyrrhizin or both!*. The results
demonstrated that mannitol and glycyrrhizin alone afforded significant hepato-
protection while the combination of these two substances (NTX) was synergistic,
affording protection that was greater than the sum of the individual ingredients.
The combination restored biomarkers of liver function to as much as 80 % of
normal. The combination of mannitol and glycyrrhizin (NTX) provided significant
hepato-protection from alcohol toxicity as evidenced by decreases in serum ALT
levels, decreases in the levels of the inflammatory cytokine TNF-a, and decreases
in the lipid peroxidation product MDA.

This combination (NTX) product synergistically decreased alcohol induced
production of reactive oxygen species (ROS) by enhancing the levels of the
enzymes catalase, GPX and SOD that decompose tissue damaging ROS**. Reduced
glutathione (GSH) is the primary antioxidant within cells that protects against
ROS. Alcohol consumption results in a depletion of GSH due to alcohol-induced
production of ROS. Concurrent consumption of the combination of mannitol and
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glycyrrhizin (NTX) provided significant restoration of endogenous GSH levels in
the liver'?, indicative of a more normal healthy functioning liver.

A study was conducted in rats that evaluated the effects of NTX on oxidative

I8, The alcohol alone resulted in an

stress induced by a single dose of alcoho
increase in the production of ROS, a decrease in GSH and an increase in MDA, all
indicators of alcohol-induced toxicity. Co-administration of NTX with the alcohol
resulted in a significant modulation of these alcohol-induced effects, indicating a

hepato-protective effect of the NTX.

Another study in rats has evaluated the hepatoprotective effects of NTX against
alcohol induced hepatotoxicity!®. Rats were given orally 1, 2 or 3 grams of
ethanol per kg daily for 28 days with and without NTX. Alcohol treatment caused
the elevation of serum enzymes ALT, AST, GGT and ALP, denoting hepatic toxicity.
In addition, the lipid peroxidation product MDA was elevated while the
endogenous antioxidant GSH was decreased. Co-administration of NTX with the
alcohol resulted in 20-40 % decreases in the levels of ALT, AST, GGT and ALP,
demonstrating the hepatoprotective effects of the NTX. Furthermore, 26-47 %
decreases occurred in lipid peroxidation (MDA) with 24-28 % increases in the
intracellular antioxidant and hepatoprotectant GSH.

The published scientific literature has been reviewed regarding glycyrrhizin and
mannitol as well as potassium sorbate. The author used PubMed as well as
Google Scholar. PubMed is the search engine which accesses primarily the
MEDLINE database of references and abstracts on biomedical topics and life
sciences. The PubMed database is maintained by the U.S. National Library of
Medicine at the National Institutes of Health. Google Scholar also covers articles
in journals that are less well known as well as a greater number of foreign
language journals than PubMed. As a consequence, the author located a number
of articles via Google Scholar that were not detected by PubMed.

This review addresses not only human studies associated with alcoholic liver
disease, NTX and its components glycyrrhizin and mannitol, but also relevant

6
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animal and in vitro studies. Animal and in vitro studies provide valuable
information regarding mechanisms of action, safety and efficacy that can be
readily extrapolated to humans, and that cannot be conducted in humans
because of ethical and potential safety considerations. Furthermore, animal
studies corroborate and can greatly extend information derived from human
studies.

In summary, the above human and animal studies demonstrate that co-
consumption of NTX with alcohol can ameliorate the hepatotoxic effects of
alcohol and thereby improve the health of alcohol consumers as well as decrease
the alcohol-related burden on society in a cost-effective manner.

HEALTH CLAIMS

Animal and human studies have been conducted with NTX in combination with

|14-19

alcoho , and described above. In addition, over 70 human, animal and in vitro

studies have been conducted and published on the hepatoprotective, antioxidant
and anti-inflammatory effects of glycyrrhizin and mannitol, the key components
of NTX which have been shown to work synergisitcally!*. Therefore, the following
health claims regarding NTX have been set forth. Each health claim is
substantiated and supported by the available scientific literature.

e Provides antioxidant and anti-inflammatory support

e Helps protect against oxidative damage to the liver

e Helps maintain normal liver enzyme production and function

e Supports normal liver defenses and regenerative mechanisms

e Reduces the risk of liver diseases including fibrosis and cirrhosis

e Ameliorates the symptoms associated with liver disease
including fibrosis and cirrhosis

¢ Helps maintain normal liver functions

e Helps protect DNA from alcohol-induced damage

e Reduces alcohol-induced DNA damage
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PROVIDES ANTIOXIDANT AND ANTI-INFLAMMATORY SUPPORT

Human and animal studies have shown that NTX decreases alcohol-induced
production of reactive oxygen species (ROS) and ROS metabolites, lipid
peroxidation (MDA formation) and carbonyl protein formation, while increasing
the levels of the endogenous antioxidant reduced glutathione (GSH)* 1619,
Furthermore, NTX decreases the alcohol-induced increase in DNA damage in
human peripheral lymphocytes as determined by the single cell electrophoresis
comet assay, the cytokinesis-block micronucleus assay, and 8-hydroxy-2-
deoxyguanosine formation!®. NTX also enhances the levels of the enzymes
catalase, GPX and SOD that decompose ROS*, thereby affording protection from
the tissue damaging effects of ROS.

In an animal study, a licorice extract predominantly containing glycyrrhizin has
been shown to effectively inhibit alcohol induced increases in TNF-a, lipid
accumulation in liver (steatosis) and decreases in the antioxidant GSH?°. The
hepatoprotective effect was confirmed histologically. In animals, glycyrrhizin also

B2L22 and

inhibits alcohol-induced increases in the inflammatory cytokine NF-k
increases in MDA as well as serum lipids?3, while preventing liver injury and

cirrhosis.

Various in vitro studies have demonstrated the antioxidant and free radical

2429 n cell culture experiments, glycyrrhizin has

scavenging ability of glycyrrhizin
been shown to inhibit inflammatory TNF-a secretion®3! and MDA production
(lipid peroxidation)®?34, while enhancing the antioxidant enzyme SOD and the

antioxidant and tissue protectant GSH3%3335,

In a number of animal experiments, glycyrrhizin has been shown to decrease the
production of the inflammatory cytokines TNF-a, IL-1 and IL-627-36-38 decrease
lipid peroxidation (MDA)3® 3840 increase hepatic GSH content?®*!, and increase
levels of the reactive species-eliminating enzymes SOD and GPx*2.

Glycyrrhizin also provides protection against nephrotoxic drugs*® as well as
experimental acute pancreatitis in rats**. In the latter case, glycyrrhizin decreased
8
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concentrations of the inflammatory cytokines TNF-q, IL-1 and IL-6 and also
decreased MDA production. In this study, the protective effects of glycyrrhizin
were corroborated histologically*.

Glycyrrhizin has been shown to ameliorate liver damage associated with high
fructose intake in rats®® which is characterized by oxidative tissue damage and
inflammation. Glycyrrhizin administration significantly deceased levels of AST,
ALT, ALP, ROS, carbonyl protein, TNF-a, lipid peroxidation (MDA) and apoptosis,
all characteristic of liver damage. The antioxidant, anti-inflammatory and
hepatoprotective effects of the glycyrrhizin were affirmed histologically®2.

Mannitol is the second of the two primary components of NTX. Several human
studies have demonstrated the antioxidant and tissue protective effects of
mannitol. Mannitol has been shown to exhibit tissue protective effects in acute
ischemic-reperfusion injuries*, and antioxidant and free radical scavenging
properties in conjunction with cardiopulmonary bypass*. Mannitol is used as an
anti-inflammatory and antioxidant in tissue baths associated with kidney
transplants®’.

In a study in rats, mannitol was demonstrated to provide protection against
alcohol-induced gastric mucosal damage due to its antioxidant and anti-
inflammatory properties*®. Mannitol has also been shown to exhibit anti-
inflammatory and antioxidant activity in rats after traumatic brain injury®.
Mannitol decreased production of MDA and normalized the levels of the
antioxidant enzymes catalase and GPx.

In summary, over 30 human, animal and in vitro published studies have confirmed
the antioxidant and anti-inflammatory properties of NTX and its primary
components glycyrrhizin and mannitol. It should be noted that glycyrrhizin and
mannitol afford tissue and organ protection against oxidative stress and ROS
regardless of their source, including chronic alcohol consumption.

HELPS PROTECT AGAINST OXIDATIVE DAMAGE TO THE LIVER
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As noted above, common biomarkers used in assessing the existence and
progression of alcoholic liver damage and disease include the measurement of
serum levels of the enzymes alanine aminotransferase (ALT), aspartate
aminotransferase (AST), gamma-glutamyltransferase (GGT) and alkaline
phosphatase (ALP)*°>2. Other biomarkers that are also commonly used to
determine the degree of tissue damage include total bilirubin, lipid profiles,
hemoglobin or serum ferritin, aloumin, and platelets.

A randomized, double-blind, placebo-controlled clinical trials involving 12 human
subjects in each study have shown that NTX provides significant liver protection
during 12 days of alcohol consumption as evidenced by decreases in the
biomarkers of liver toxicity ALT, AST, GGT and ALP®>.

A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received
alcohol with and without NTX. A seven day cross-over washout was provided
between treatments'®. Consumption of alcohol alone caused an increase in
serum ROS and ROS metabolites, a decrease in serum GSH, an increase in MDA,
an increase in protein carbonyl, and an increase in DNA damage in peripheral
lymphocytes as determined by the single cell electrophoresis comet assay, the
cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Co-consumption of alcohol with NTX significantly reduced the levels of
ROS and all the oxidative markers, thus demonstrating the tissue protective
effects of NTX.

A meta-analysis of 12 randomized controlled trials (RCTs) has been published that
summarizes the effects of a glycyrrhizin product on liver function in 838 patients
with alcoholic liver disease>3. The study results showed that glycyrrhizin
significantly decreased serum ALT and AST levels and the authors concluded that
the glycyrrhizin product significantly improved liver function in alcoholic liver
disease®.

10
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Several animal studies have demonstrated that NTX provides significant
protection against alcohol-induced oxidative damage to the liver as evidenced by
decreases in serum levels of ALT, AST, GGT and ALP***, Increases in hepatic MDA
are an indicator of oxidative liver damage, and NTX significantly reduced the
alcohol-induced production of MDA, The hepatoprotective effects of NTX in
rats were confirmed by histopathological examination of livers that revealed a
marked reduction in alcohol-induced lesions with an absence of necrotic cells®

In a number of animal experiments, glycyrrhizin has been shown to decrease the
production of MDA (lipid peroxidation)®® 3-4° increase hepatic content of the
antioxidant and free radical scavenger GSH***!, and increase levels of the reactive
species-eliminating enzymes SOD and GPx*2. Glycyrrhizin also provides protection
against nephrotoxic drugs®® as well as experimental acute pancreatitis in rats*. In
the latter case, glycyrrhizin decreased MDA production, am indicator of liver
oxidative damage, and the protective effects of glycyrrhizin were demonstrated
histologically*.

Glycyrrhizin has been shown to ameliorate oxidative liver damage associated with
high fructose intake in rats®®. Glycyrrhizin administration significantly deceased
levels of AST, ALT, ALP, ROS, carbonyl protein, TNF-a, lipid peroxidation (MDA)
and apoptosis, all characteristic of oxidative liver damage. The antioxidant and
hepatoprotective effects of the glycyrrhizin were affirmed histologically32.

30,31 and

In cell cultures, glycyrrhizin has been shown to inhibit TNF-a secretion
MDA production®*34, while enhancing the antioxidant enzyme SOD and the

endogenous antioxidant GSH3%333,

Glycyrrhizin, one of the active constituents in NTX, has been shown to significantly
reduce serum ALT and AST in patients with chronic hepatitis®*®’, with the
reduction in these enzymes being an indication of the extent of liver damage. The
frequency of ALT normalization was dependent upon duration of glycyrrhizin
administration, with the highest normalization reported being approximately 35
%°*. The improved health of the liver was confirmed histologically in one study
where glycyrrhizin treatment resulted in a 45 % improvement in the necrosis

11
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score®. Glycyrrhizin administration has also been shown to decrease the

incidence of hepatocarcinoma in individuals with hepatitis by as much as 25 %°*
59, 65-67

A meta-analysis of 9 randomized controlled trials involving 687 patients with
chronic hepatitis treated with diammonium glycyrrhizinate, a salt of glycyrrhizin,
has been published®®. The study concluded that the diammonium glycyrrhizinate
significantly decreased serum ALT and AST levels as well as provided significant
improvements in total bilirubin and albumin, thus demonstrating improved liver
function.

Another meta-analysis reviewed 24 randomized control trials involving 3201
patients with chronic hepatitis who were treated with diammonium
glycyrrhizinate®. The authors concluded that the diammonium glycyrrhizinate
significantly reduced serum ALT and total bilirubin and ameliorated fibrosis.

In summary, approximately 50 published human studies as well as a number of
animal studies have shown that NTX as well as its primary active constituents
glycyrrhizin and mannitol afford protection against oxidative damage to the liver,
keeping in mind that the mechanism of alcohol toxicity and liver disease involves
oxidative stress and oxidative damage.

HELPS MAINTAIN NORMAL LIVER ENZYME PRODUCTION AND FUNCTION

Animal and cell culture studies have shown that NTX and its active constituents
glycyrrhizin and mannitol help maintain a wide range of liver enzymes at normal
levels including ALT, AST, GGT and ALP, affirming the lack of alcohol-induced
inflammation and tissue damage. Furthermore, antioxidant enzymes as SOD, GPX
and catalase are supported so that they can preclude formation of products of
oxidative tissue damage including ROS, carbonyl protein and MDA. These results
demonstrate that glycyrrhizin and mannitol protect the liver, and support and
facilitate normal liver function.

12
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A randomized, double-blind, placebo-controlled clinical trial involving 12 human
subjects received alcohol daily for 12 days with or without NTX. NTX co-
administration with alcohol provided significant decreases and normalization in
the enzyme biomarkers of liver toxicity ALT, AST, GGT and ALP*>!®, The results
demonstrated that NTX precluded alcohol toxicity and helped maintain normal
liver function.

A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received a
single dose of alcohol with and without NTX. A seven day washout was provided
between treatments'®. Consumption of alcohol alone caused an increase in
serum ROS and ROS metabolites, a decrease in serum GSH, an increase in MDA,
an increase in protein carbonyl, and an increase in DNA damage in peripheral
lymphocytes as determined by the single cell electrophoresis comet assay, the
cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Co-consumption of alcohol with NTX significantly reduced the levels of
ROS and all the oxidative markers?®, thus helping to maintain normal liver enzyme
levels and functions.

Glycyrrhizin, one of the active constituents in NTX, has been shown in a number
of clinical studies to significantly reduce and normalize serum ALT and AST in
patients with chronic hepatitis®*®’. The frequency of ALT normalization was
dependent upon duration of glycyrrhizin administration, with the highest
normalization reported being approximately 35 %°*.

Several animal studies have demonstrated that NTX provides significant
protection against alcohol-induced oxidative damage to the liver as evidenced by
decreases and normalization of the serum levels of ALT, AST, GGT and ALP*19,
Rats were given ethanol daily for 28 days with and without NTX°. Alcohol
treatment produced an elevation of serum enzymes ALT, AST, GGT and ALP,
denoting hepatic toxicity. In addition, the endogenous antioxidant GSH was
decreased. Co-administration of NTX with the alcohol resulted in 20-40 %
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decreases in the levels of ALT, AST, GGT and ALP with significant increases in the
antioxidant GSH, demonstrating the ability of NTX to decrease the hepatotoxic
effects of alcohol, and help maintain normal liver enzyme levels. The ability of
NTX to provide protection against alcohol-induced toxicity was confirmed by
histopathological examination of the livers?®.

The combination of glycyrrhizin and mannitol, the active ingredients in NTX,
synergistically decreased alcohol induced production of reactive oxygen species
(ROS) by enhancing the levels of the enzymes catalase, GPX and SOD that
decompose tissue damaging ROS*, thus contributing to the maintenance of
normal liver function. In addition, consumption of mannitol and glycyrrhizin
(NTX) prevented alcohol-induced depletion of endogenous GSH levels in the
liver* indicative of hepatoprotection by NTX and a normal healthy functioning
liver.

Glycyrrhizin ameliorates oxidative liver damage associated with high fructose
intake in rats®. Glycyrrhizin administration significantly normalized levels of AST,
ALT, ALP, ROS, carbonyl protein, lipid peroxidation (MDA) and apoptosis, all
characteristic of oxidative liver damage. The tissue effects of the glycyrrhizin and
normalization of liver function were affirmed histologically3.

In cell culture experiments, glycyrrhizin has been shown to inhibit TNF-a
secretion3%3! and MDA production3?34, while enhancing the antioxidant enzyme
SOD and the antioxidant GSH3%333>,

In summary, numerous published human, animal and cell culture studies have
shown that NTX and its primary active constituents glycyrrhizin and mannitol
normalize a wide range of liver enzymes including ALT, AST, GGT, ALP, SOD, GPX
and catalase while inhibiting alcohol-induced inflammation and formation of
products of oxidative tissue damage including ROS, carbonyl protein and MDA.
These results demonstrate that glycyrrhizin and mannitol protect the liver, and
support and facilitate normal liver function.
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SUPPORTS NORMAL LIVER DEFENSES AND REGENERATIVE MECHANISMS

Almost 50 published human clinical studies and a wide variety on animal studies
have demonstrated that NTX and its individual components glycyrrhizin and
mannitol support normal defense mechanisms against alcohol and other
hepatotoxins, allowing normal function and regeneration of the liver.

A randomized, double-blind, placebo-controlled cross-over clinical trial has
demonstrated that NTX provides significant liver protection during 12 days of
alcohol consumption as compared to receiving alcohol alone as evidenced by
decreases and normalization of the hepatic enzyme biomarkers of liver toxicity
ALT, AST, GGT and ALP*®. A four week washout period was provided between the
cross-over treatments.

A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received a
single dose alcohol with and without NTX. A seven day washout was provided
between treatments®. Consumption of alcohol alone caused an increase in
serum ROS and ROS metabolites, a decrease in serum GSH, an increase in MDA,
an increase in protein carbonyl, and an increase in DNA damage in peripheral
lymphocytes as determined by the single cell electrophoresis comet assay, the
cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Consumption of alcohol with NTX significantly reduced the levels of
ROS and all the oxidative markers and increased serum GSH. The results indicated
that NTX may “be effective in reducing alcohol-induced pathophysiological

changes”?®.

A double blind, comparative, cross-over clinical trial was conducted which
examined the effects of alcohol on blood levels of ROS in the absence and
presence of co-administered NTXY. The results demonstrated that NTX
significantly decreased the alcohol-induced generation of ROS and ROS
metabolites, and decreased serum lipid peroxidation product MDA, while
increasing serum levels of the endogenous antioxidant GSH. NTX administration
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with alcohol also significantly decreased serum protein carbonyl levels which are
another marker of alcohol-induced oxidative stress’. Thus, NTX co-administration
with alcohol decreased oxidative tissue damage and supported normal liver
function.

A 28 day experiment was conducted in rats that daily received alcohol with or
without various doses of mannitol, glycyrrhizin or both!*. The results
demonstrated that individually mannitol and glycyrrhizin provided significant
hepato-protection while the combination of these two substances (NTX) was
synergistic, affording protection that was greater than the sum of the individual
ingredients. The combination of glycyrrhizin and mannitol restored biomarkers of
liver function to as much as 80 % of normal. The combination (NTX) also provided
significant hepatoprotection from alcohol toxicity as evidenced by decreases in
serum ALT levels as well as the inflammatory cytokine TNF-a and the lipid
peroxidation product MDA.

Glycyrrhizin and mannitol synergistically decreased alcohol-induced production of
reactive oxygen species (ROS) by enhancing the levels of the enzymes that
decompose tissue damaging ROS, namely catalase, GPX and SOD*. Reduced
glutathione (GSH) is the primary antioxidant within cells that protects against
ROS. Alcohol consumption results in a depletion of GSH as a result of the alcohol-
induced production of ROS. Concurrent consumption of the combination of
mannitol and glycyrrhizin (NTX) provided significant restoration of endogenous
GSH levels in the liver!*, indicative of a more normal healthy functioning liver.

A study was conducted in rats that evaluated the effects of NTX on oxidative

stress induced by a single dose of alcohol*®

. The alcohol alone increased hepatic
production of ROS, decreased GSH and increased MDA, all indicators of alcohol-
induced toxicity. Co-administration of NTX with the alcohol significantly

modulated these alcohol-induced effects indicating a hepatoprotective effect of

the NTX.

16

Exhibit 1 Page 16 of 44
Bellion Spirits, LLC's Health Claim Petition



Another study in rats evaluated the hepatoprotective effects of NTX against
alcohol induced hepatotoxicity!®. Rats were given ethanol daily for 28 days with
and without NTX. Alcohol treatment resulted in an elevation of the serum
enzymes ALT, AST, GGT and ALP, denoting hepatic toxicity. In addition, the lipid
peroxidation product MDA was elevated while the endogenous antioxidant GSH
was decreased. Co-administration of NTX with the alcohol resulted in 20-40 %
decreases in the levels of ALT, AST, GGT and ALP, demonstrating the
hepatoprotective effects of the NTX. Furthermore, significant decreases occurred
in alcohol-induced lipid peroxidation (MDA) with significant increases in the
antioxidant and tissue protectant GSH, demonstrating the liver protective effects
of NTX. The hepatoprotective effects of NTX in this rat study were confirmed by
histopathological examination that showed a marked reduction in alcohol-
induced lesions with an absence of necrotic cells®®.

A study has examined the beneficial effects of a glycyrrhizin product on alcohol-
induced fibrosis in rats?!. Pathological liver fibrosis was observed when rats were
treated daily with alcohol for 16 weeks. Fibrosis was assessed and demonstrated
by measuring serum levels of hyaluronic acid, laminin, procollagen Ill and collagen
type IV as well as histopathology. All indices of fibrosis were significantly
decreased in rats co-administered the glycyrrhizin product, thus demonstrating
that the glycyrrhizin exhibits tissue protective effects and supports normal liver
function?®.

A study in rats has examined the inhibitory effects of glycyrrhizin on alcohol plus
carbon tetrachloride-induced liver cirrhosis?2. The alcohol plus carbon
tetrachloride significantly increased serum ALT and the inflammatory marker NF-
kB, and histologically liver steatosis and fibrosis were severe. Co-treatment with a
glycyrrhizin product markedly improved the steatosis and fibrosis, significantly
reduced the serum ALT levels and returned the NF-kB levels to near normal. The
authors concluded that the glycyrrhizin protected the liver from hepatotoxin-
induced liver injury and cirrhosis?2.
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A published meta-analysis of 12 randomized controlled trials (RCTs) has
summarized the effects of a glycyrrhizin product on liver function in 838 patients
with alcoholic liver disease®3. The analysis showed that glycyrrhizin significantly
decreased serum ALT and AST levels, and the authors concluded that the
glycyrrhizin product significantly improved liver function in alcoholic liver
disease®.

A published meta-analysis of 9 randomized controlled trials involving 687 patients
with chronic hepatitis treated with diammonium glycyrrhizinate, a salt of
glycyrrhizin, concluded that the diammonium glychrryizinate significantly
decreased serum ALT and AST levels®®. Furthermore, the treatment provided
significant improvements in total bilirubin and albumin, thus demonstrating
improved liver function.

Another meta-analysis reviewed 24 randomized control trials involving 3201
patients with chronic hepatitis who were treated with diammonium
glycyrrhizinate®. The authors concluded that the diammonium glycyrrhizinate
significantly reduced serum ALT and total bilirubin and ameliorated fibrosis,
therefore supporting normal liver function.

REDUCES THE RISK OF LIVER DISEASES INDLUDING FIBROSIS AND CIRRHOSIS

Alcoholic liver disease exhibits a histopathological progression that ranges from
steatosis to more advanced stages as steatohepatitis, cirrhosis, hepatocellular
carcinoma and liver failure due to necrosis or apoptosis (programmed cell
death)®>*. Common biomarkers used to assess the progression of alcoholic liver
damage and disease included the measurement of serum levels of the enzymes
ALT, AST, GGT and ALP>°°2, Other biomarkers that are also used to determine the
degree of tissue damage and impairment of liver function include total bilirubin,
lipid profiles, hemoglobin or serum ferritin, albumin, and platelets.

18

Exhibit 1 Page 18 of 44
Bellion Spirits, LLC's Health Claim Petition



Numerous human and animal studies have demonstrated that NTX and its
individual components glycyrrhizin and mannitol support normal defense
mechanisms and preclude alcohol liver diseases including fibrosis and cirrhosis,
thereby allowing normal function and regeneration of the liver.

A randomized, double-blind, placebo-controlled cross-over clinical trial has
demonstrated that NTX provides significant liver protection during 12 days of
alcohol consumption as compared to receiving alcohol alone as evidenced by
decreases and normalization of the hepatic enzyme biomarkers of liver toxicity
ALT, AST, GGT and ALP*>. A four week washout period was provided between the
cross-over treatments.

Another randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received a
single dose alcohol with and without NTX. A seven day washout was provided
between cross-over treatments'®. Alcohol alone resulted in an increase in serum
ROS and ROS metabolites, a decrease in serum GSH, an increase in MDA, an
increase in protein carbonyl, and an increase in DNA damage in peripheral
lymphocytes as determined by the single cell electrophoresis comet assay, the
cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Consumption of alcohol with NTX significantly reduced the levels of
ROS and all the oxidative markers and increased serum GSH. The results indicated
that NTX may “be effective in reducing alcohol-induced pathophysiological

changes”?®.

Glycyrrhizin, one of the two active constituents in NTX, has been shownin a
number of clinical studies to significantly reduce and normalize serum ALT and
AST in patients with chronic hepatitis®*®’. The frequency of ALT normalization was
dependent upon duration of glycyrrhizin administration, with the highest
normalization being approximately 35 %°*.

Animal studies have demonstrated that NTX provides significant protection
against alcohol-induced oxidative damage to the liver as evidenced by decreases
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and normalization of the serum levels of ALT, AST, GGT and ALP**°. The
combination of glycyrrhizin and mannitol, the active ingredients in NTX,
synergistically decreased alcohol induced production of reactive oxygen species
(ROS) by enhancing the levels of the enzymes catalase, GPX and SOD that
decompose tissue damaging ROS*, thus contributing to the maintenance of
normal liver function. In addition, consumption of mannitol and glycyrrhizin
(NTX) prevented alcohol-induced depletion of endogenous GSH levels in the
liver'4, indicative of hepatoprotection by NTX and a normal healthy functioning
liver.

The ability of NTX to protect against alcohol induced hepatotoxicity was evaluated
in rats!®. Rats were given ethanol daily for 28 days with and without NTX. Alcohol
treatment produced an elevation of serum enzymes ALT, AST, GGT and ALP, while
the endogenous antioxidant GSH was decreased, denoting hepatic toxicity. Co-
administration of NTX with the alcohol resulted in 20-40 % decreases in the levels
of ALT, AST, GGT and ALP with significant increases in the intracellular antioxidant
and tissue protectant GSH, demonstrating the ability of NTX to significantly
decrease the hepatotoxic effects of alcohol. Histopathological examination
confirmed that NTX decreased alcohol-induced damage to the liver and resulted
in a lack of alcohol-induced necrotic cells®.

A published meta-analysis has summarized the effects of a glycyrrhizin product on
liver function in 838 patients with alcoholic liver disease involving 12 randomized
controlled trials (RCTs)>3. Glycyrrhizin administration significantly decreased
serum ALT and AST levels, and the authors concluded that the glycyrrhizin
product significantly improved liver function in alcoholic liver disease.

A published meta-analysis of 9 randomized controlled trials involving 687 patients
with chronic hepatitis treated with diammonium glycyrrhizinate, a salt of
glycyrrhizin, demonstrated that the diammonium glychrryizinate significantly
decreased serum ALT and AST levels®®. Furthermore, the treatment provided
significant improvements in total bilirubin and albumin, thus demonstrating a
reduction in the effects of the hepatitis and an improvement in liver function.
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A meta-analysis reviewed 24 randomized control trials involving 3201 patients
with chronic hepatitis who were treated with diammonium glycyrrhizinate®®. The
diammonium glycyrrhizinate significantly reduced serum ALT and total bilirubin
and ameliorated fibrosis, therefore supporting normal liver function.

A study in rats has evaluated the hepato-protective effects of NTX against alcohol
induced hepatotoxicity!®:. Rats were given ethanol daily for 28 days with and
without NTX. Alcohol treatment resulted in an elevation of the serum enzymes
ALT, AST, GGT and ALP, denoting liver toxicity. In addition, the lipid peroxidation
product MDA was significantly elevated while the endogenous antioxidant GSH
was decreased as a result of the alcohol treatment. Co-administration of NTX
with the alcohol resulted in 30-48 % decreases in the levels of ALT, AST, GGT and
ALP, demonstrating the hepatoprotective effects of the NTX. Furthermore, a 61 %
decrease occurred in lipid peroxidation (MDA) with over a 50 % increase in GSH,
demonstrating the liver protective effects of NTX.

The beneficial effects of a glycyrrhizin product on alcohol-induced fibrosis in rats
have been studied?!. Pathological liver fibrosis occurred when rats were treated
daily with alcohol for 16 weeks. Fibrosis was assessed and demonstrated by
measuring serum levels of hyaluronic acid, laminin, procollagen Ill and collagen
type IV as well as histopathology. All indices of fibrosis were significantly
decreased in rats co-administered the glycyrrhizin product, demonstrating that
glycyrrhizin exhibits tissue protective effects and supports normal liver function??.

Glycyrrhizin has been shown to inhibit alcohol plus carbon tetrachloride-induced
liver cirrhosis in rats??. Alcohol plus carbon tetrachloride significantly increased
serum ALT and the inflammatory marker NF-kB, while histologically liver steatosis
and fibrosis were observed to be severe. Co-treatment with a glycyrrhizin
product markedly improved the steatosis and fibrosis, significantly reduced the
serum ALT levels and returned the NF-kB levels to near normal. The authors
noted that the glycyrrhizin “protects liver from hepatotoxin-induced liver injury

and cirrhosis”?2.
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Magnesium isoglycyrrhizinate, a magnesium salt form of glycyrrhizin, improves
liver function in humans with alcoholic liver’®, disease chronic hepatitis’%’?,
cirrhosis” as demonstrated by decreases in the serum levels of ALT, AST and total
bilirubin. These results have been confirmed in rats with non-alcoholic
steatohepatitis’*and mice with acute hepatic injury’® treated with magnesium
isoglycyrrhizinate based on serum measurements of AST, ALT, MDA, lipid profiles
and TNF-a as well as liver histopathology.

AMELIORATES THE SYMPTOMS ASSOCIATED WITH LIVER DISEASE INCLUDING
FIBROSIS AND CIRRHOSIS

The histopathological progression of alcoholic liver disease ranges from steatosis
to more advanced stages as steatohepatitis, cirrhosis, hepatocellular carcinoma
and liver failure due to necrosis or apoptosis (programmed cell death)3*.
Biomarkers are commonly used to assess the progression of alcoholic liver
damage and disease that include measurement of serum levels of the enzymes
ALT, AST, GGT and ALP>%>2, Bjomarkers that are also used to determine the
degree of tissue damage as hepatitis, fibrosis and cirrhosis include total bilirubin,
lipid profiles, hemoglobin or serum ferritin, albumin, and platelets.

Numerous human and animal studies have demonstrated that NTX and its
individual components glycyrrhizin and mannitol support normal defense
mechanisms and ameliorate liver diseases including fibrosis and cirrhosis, thereby
facilitating normal function and regeneration of the liver.

NTX co-administration with alcohol has been shown to provide significant
decreases and normalization in the enzyme biomarkers of liver toxicity ALT, AST,
GGT and ALP*. A randomized, double-blind, placebo-controlled cross-over clinical
trial involving 12 human subjects received alcohol daily for 12 days or alcohol in
combination with NTX. A four week washout cross-over period was provided. The
results demonstrated that NTX suppressed alcohol toxicity and helped maintain
normal liver function.
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A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received 1.5
g alcohol/kg with and without NTX. A seven day washout was provided between
treatments’®. Alcohol alone caused an increase in serum ROS and ROS
metabolites, a decrease in serum GSH, an increase in MDA, an increase in protein
carbonyl, and an increase in DNA damage in peripheral lymphocytes as
determined by the single cell electrophoresis comet assay, the cytokinesis-block
micronucleus assay, and 8-hydroxy-2-deoxyguanosine formation. Consumption of
alcohol in combination NTX significantly reduced the levels of ROS and all the
oxidative markers. The results indicated that NTX may “be effective in reducing

alcohol-induced pathophysiological changes”?®.

Glycyrrhizin, one of the two active constituents in NTX, has been shown in a
number of clinical studies to significantly reduce and normalize serum ALT and
AST in patients with chronic hepatitis®*®’. The frequency of ALT normalization was
dependent upon duration of glycyrrhizin administration, with the highest
normalization being approximately 35 %°*.

A meta-analysis has summarized the effects of a glycyrrhizin product on liver
function in 838 patients with alcoholic liver disease involving 12 randomized
controlled trials (RCTs)*3. Glycyrrhizin administration significantly decreased
serum ALT and AST levels. The authors concluded that the glycyrrhizin product
significantly improved liver function in alcoholic liver disease, thus ameliorating
the symptoms associated with the disease®.

Animal studies have demonstrated that NTX provides significant protection
against alcohol-induced oxidative damage to the liver as evidenced by decreases
in the serum levels of ALT, AST, GGT and ALP'*!°. Oxidative liver damage
ultimately leads to hepatitis, fibrosis and cirrhosis. The combination of glycyrrhizin
and mannitol, the active ingredients in NTX, synergistically decreased alcohol
induced production of reactive oxygen species (ROS) by enhancing the levels of
the enzymes catalase, GPX and SOD that decompose tissue damaging ROS*, thus
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contributing to the maintenance of normal liver function. In addition,
consumption of mannitol and glycyrrhizin (NTX) prevented alcohol-induced
depletion of endogenous GSH levels in the liver'?, indicative of hepato-protection
by NTX and contributing to a normal healthy functioning liver.

A study in rats evaluated the ability of NTX to protect against alcohol induced
hepatotoxicity!>. Rats were given ethanol daily for 28 days with and without NTX.
Alcohol treatment elevated serum enzymes ALT, AST, GGT and ALP, denoting liver
toxicity. In addition, serum levels of the endogenous antioxidant GSH decreased.
Co-administration of NTX with the alcohol resulted in 20-40 % decreases in the
levels of ALT, AST, GGT and ALP with significant increases in GSH, demonstrating
the ability of NTX to significantly decrease the hepatotoxic effects of alcohol. .
Histopathological examination confirmed that NTX decreased alcohol-induced
damage to the livers of these rats and resulted in a lack of alcohol-induced
necrotic cells®®.

A published meta-analysis of 9 randomized controlled trials involving 687 patients
with chronic hepatitis treated with diammonium glycyrrhizinate, a salt of
glycyrrhizin, demonstrated that the diammonium glychrryizinate significantly
decreased serum ALT and AST levels®®. Furthermore, the treatment provided
significant improvements in total bilirubin and albumin, thus demonstrating a
significant amelioration of the hepatitis in terms of liver function.

A meta-analysis reviewed 24 randomized control trials involving 3201 patients
with chronic hepatitis who were treated with diammonium glycyrrhizinate®. The
diammonium glycyrrhizinate reduced significantly serum ALT and total bilirubin,
and ameliorated fibrosis, therefore supporting normal liver function.

The beneficial effects of a glycyrrhizin product on alcohol-induced fibrosis in rats
have been studied?!. Pathological liver fibrosis occurred when rats were treated
daily with alcohol for 16 weeks. Fibrosis was assessed and demonstrated by
measuring serum levels of hyaluronic acid, laminin, procollagen Ill and collagen
type IV as well as liver histopathology. All indices of fibrosis were significantly
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decreased in rats co-administered the glycyrrhizin product, demonstrating that
glycyrrhizin exhibits tissue protective effects and ameliorates alcohol-induced
liver fibrosis??.

Glycyrrhizin has been shown to inhibit alcohol plus carbon tetrachloride-induced
liver cirrhosis in rats?2. Alcohol plus carbon tetrachloride significantly increased
serum ALT and the inflammatory marker NF-kB, while histologically liver steatosis
and fibrosis were observed to be severe. Co-treatment with a glycyrrhizin
product markedly ameliorated the steatosis and fibrosis, significantly reducing the
serum ALT levels and returning the NF-kB levels to near normal. The authors
noted that the glycyrrhizin “protects liver from hepatotoxin-induced liver injury

and cirrhosis”?2.

Studies have shown that magnesium isoglycyrrhizinate, a magnesium salt form of
glycyrrhizin, improves liver function in humans with alcoholic liver’®, disease

"L72 cirrhosis’® as demonstrated by decreases in the serum levels

chronic hepatitis
of ALT, AST and total bilirubin. These results have been confirmed in rats with

non-alcoholic steatohepatitis’*and mice with acute hepatic injury’ treated with
magnesium isoglycyrrhizinate based on serum measurements of AST, ALT, MDA,

lipid profiles and TNF-a as well as liver histopathology.

HELPS MAINTAIN NORMAL LIVER FUNCTIONS

Common biomarkers used to assess liver function and disease include the
measurement of blood levels of the enzymes ALT, AST, GGT and ALP>%>2, Other
biomarkers that are used to determine the degree of tissue damage and
impairment of liver function include total bilirubin, lipid profiles, hemoglobin or
serum ferritin, albumin, and platelets.

Numerous human and animal studies have demonstrated that NTX and its
individual components glycyrrhizin and mannitol support normal defense
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mechanisms and preclude oxidative tissue damage and inflammation, thereby
allowing normal function of the liver.

The co-administration of NTX with alcohol significantly decreases and normalizes
the enzyme biomarkers of liver toxicity ALT, AST, GGT and ALP*>, documenting the
hepatoprotective effects of the NTX. A randomized, double-blind, placebo-
controlled cross-over clinical trial involving 12 human subjects received alcohol
daily for 12 days with or without NTX. A four week washout cross-over period
was provided between treatments. NTX decreased the biomarkers of toxicity and
demonstrated that NTX suppressed alcohol toxicity and helped maintain normal
liver function.

A second randomized, double-blind, placebo-controlled cross-over clinical trial
involving human 31 subjects was conducted whereby all participants received a
single dose of alcohol with and without NTX. A seven day washout was provided
between treatments!®. Alcohol alone increased serum ROS and ROS metabolites,
decreased serum GSH, increased MDA, increased protein carbonyl, and increased
DNA damage in peripheral lymphocytes. Consumption of alcohol in combination
NTX significantly reduced the levels of ROS and all the oxidative markers. The
results indicated that NTX may “be effective in reducing alcohol-induced
pathophysiological changes”!®, helping to maintain normal liver function.

Glycyrrhizin, one of the two active constituents in NTX, has been shown in a
number of clinical studies to significantly reduce and normalize serum ALT and
AST in patients with chronic hepatitis®*®’. The frequency of ALT normalization was
dependent upon duration of glycyrrhizin administration, with the highest
normalization being approximately 35 %°*.

A meta-analysis summarized the effects of a glycyrrhizin product on liver function
in 838 patients with alcoholic liver disease involving 12 randomized controlled
trials (RCTs)*3. Glycyrrhizin administration significantly decreased serum ALT and
AST levels. The authors concluded that the glycyrrhizin product significantly
improved liver function in alcoholic liver disease®.
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Animal studies have demonstrated that NTX provides significant protection
against alcohol-induced oxidative damage to the liver as evidenced by
normalization of the serum levels of ALT, AST, GGT and ALP**!°, Rats were given
ethanol daily for 28 days with and without NTX*. Alcohol treatment produced an
elevation of serum enzymes ALT, AST, GGT and ALP, while the endogenous
antioxidant GSH was decreased, denoting liver toxicity. Co-administration of NTX
with the alcohol resulted in 20-40 % decreases in the levels of ALT, AST, GGT and
ALP with 24-28 % increases in the levels of the antioxidant and tissue protectant
GSH, demonstrating the ability of NTX to significantly decrease the hepatotoxic
effects of alcohol. Histopathological examination confirmed that NTX decreased
alcohol-induced damage to the liver and resulted in a lack of alcohol-induced
necrotic cells®®.

Oxidative liver damage ultimately leads to hepatitis, fibrosis and cirrhosis. The
combination of glycyrrhizin and mannitol, the active ingredients in NTX,
synergistically decreased alcohol induced production of reactive oxygen species
(ROS) by enhancing the levels of the enzymes catalase, GPX and SOD that
decompose tissue damaging ROS*, thus contributing to the maintenance of
normal liver function. In addition, consumption of mannitol and glycyrrhizin
(NTX) prevented alcohol-induced depletion of endogenous GSH levels in the
liver* indicative of hepato-protection by NTX and contributing to a normal
healthy functioning liver.

A published meta-analysis of 9 randomized controlled trials involving 687 patients
with chronic hepatitis treated with diammonium glycyrrhizinate, a salt of
glycyrrhizin, demonstrated that the diammonium glychrryizinate significantly
decreased serum ALT and AST levels®®. Furthermore, the treatment provided
significant improvements in total bilirubin and albumin, thus demonstrating an
amelioration of the symptoms of the hepatitis and an improvement in liver
function.
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A meta-analysis reviewed 24 randomized control trials involving 3201 patients
with chronic hepatitis who were treated with diammonium glycyrrhizinate®®. The
diammonium glycyrrhizinate reduced significantly serum ALT and total bilirubin,
and ameliorated fibrosis, therefore supporting normal liver function.

A licorice extract predominantly containing glycyrrhizin has been shown to
effectively inhibit alcohol induced fatty liver disease as exemplified by increases
increases in ALT and AST, increases in TNF-a, lipid accumulation in liver (steatosis)
and decreases in the antioxidant GSH?°. The hepatoprotective effect of the
glycyrrhizin preparation was confirmed histologically.

The effects of a glycyrrhizin product on alcohol-induced liver fibrosis in rats have
been studied?!. Pathological liver fibrosis occurred when rats were treated daily
with alcohol for 16 weeks. Fibrosis was assessed and demonstrated by measuring
serum levels of hyaluronic acid, laminin, procollagen Il and collagen type IV as
well as histopathology. All indices of fibrosis were significantly decreased in rats
co-administered the glycyrrhizin product, demonstrating that glycyrrhizin exhibits
tissue protective effects and helps normalize liver function?.

Glycyrrhizin has been shown to inhibit alcohol plus carbon tetrachloride-induced
liver cirrhosis in rats??. Alcohol plus carbon tetrachloride significantly increased
serum ALT and the inflammatory marker NF-kB, while histologically liver steatosis
and fibrosis were observed to be severe. Co-treatment with a glycyrrhizin
product markedly ameliorated the steatosis and fibrosis, significantly reducing the
serum ALT levels and returning the NF-kB levels to near normal. The authors
noted that the glycyrrhizin “protects liver from hepatotoxin-induced liver injury
and cirrhosis”?.

Glycyrrhizin ameliorates oxidative liver damage associated with high fructose
intake in rats®. Glycyrrhizin administration significantly normalized levels of AST,
ALT, ALP, ROS, carbonyl protein, lipid peroxidation (MDA) and apoptosis, all
characteristic of oxidative liver damage. The tissue protective effects of the
glycyrrhizin and normalization of liver function were affirmed histologically32.
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In cell culture experiments, glycyrrhizin has been shown to inhibit TNF-a
secretion3%3! and MDA production3?34, while enhancing the antioxidant enzyme
SOD and the antioxidant GSH3*333>, These results provide supporting evidence of
the ability of glycyrrhizin to promote normal liver function.

Mannitol is the second of the two primary components of NTX. Several human
studies have demonstrated the antioxidant and tissue protective effects of
mannitol. Mannitol has been shown to exhibit tissue protective effects in acute
ischemic-reperfusion injuries*, and antioxidant and free radical scavenging
properties in conjunction with cardiopulmonary bypass*®. Mannitol is used as an
anti-inflammatory and antioxidant in tissue baths associated with kidney
transplants®’.

In a study in rats, mannitol was demonstrated to provide protection against
alcohol-induced gastric mucosal damage due to its antioxidant and anti-
inflammatory properties*®. Mannitol has also been shown to exhibit anti-
inflammatory and antioxidant activity in rats after traumatic brain injury®.
Mannitol decreased production of MDA and normalized the levels of the
antioxidant enzymes catalase and GPx.

HELPS PROTECT DNA FROM ALCOHOL-INDUCED DAMAGE

The metabolism of alcohol in the liver results in the production of reactive oxygen
species (ROS) that produce DNA damage including strand breaks and
fragmentation as well as damage to other tissue components’®’’. ROS can also
activate or repress epigenetic elements as chromatin remodeling, micro-RNAs,
DNA (de)methylation and histone modification that affect gene expression,
thereby leading to various liver disorders’”’8, Furthermore, ethanol is
metabolically activated to free radical species that form adducts with DNA,
precluding the formation of various proteins essential for healthy liver
function’®®°. Various human, animal and in vitro studies have shown that NTX
and it components glycyrrhizin and mannitol can protect against the formation of
DNA damage induced by alcohol and other agents.
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A randomized, double-blind, placebo-controlled cross-over clinical trial involving
human 31 subjects was conducted whereby all participants received alcohol with
and without NTX. A seven day cross-over washout was provided between
treatments!®. Consumption of alcohol alone caused an increase in DNA damage
in peripheral lymphocytes as determined by the single cell electrophoresis comet
assay, the cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Co-consumption of alcohol with NTX significantly reduced the levels of
DNA damage by protecting the DNA and preventing damage from occurring

Various studies using human and animal tissues have shown that glycyrrhizin can
prevent oxidative damage to DNA. Incubation of human lymphocytes with
oxidative mutagens as hydrogen peroxide prevented the formation of DNA
damage by as much as 70 %2*. Similarly, glycyrrhizin significantly decreases ROS-
induced DNA damage in human epithelial cells as determined by a single cell gel
electrophoresis assay®2. Glycyrrhizin has also been shown to protect cellular DNA
from radiation induced double strand breaks in human peripheral blood
leukocytes and in peripheral blood leukocytes and bone marrow of mice by
scavenging free radicals and reactive oxygen species®.

In rat primary hepatocyte cultures, glycyrrhizin prevented peroxide-induced DNA
fragmentation and modulated programmed cell death (apoptosis)®3. Several
studies in rats have demonstrated that glycyrrhizin ameliorates oxidative hepatic
DNA damage associated with metabolic syndrome, thus demonstrating its
therapeutic potential against hepatocellular damage3®8. In a rat study,
glycyrrhizin has been referred to as a potent chemopreventive, preventing
oxidative tissue damage and normalizing DNA synthesis and metabolism®. In
mice, glycyrrhizin was shown to prevent oxidative stress-induced DNA
fragmentation and micronucleus formation as well as maintaining normal tissue
histology?®®.

Mannitol, the other component in NTX in addition to glycyrrhizin, has also been
shown to prevent DNA damage in cell culture and cell free systems. Mannitol has
been demonstrated to prevent oxidative DNA damage in vitro systems involving
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normal human keratinocytes®:28. Mannitol was an effective scavenger of ROS and
an effective inhibitor of oxidative DNA damage. Mannitol in Chinese hamster
ovary (CHO) cells in culture stabilizes DNA and prevents DNA single and double
strand breaks®®°°, Mannitol provided significant inhibition of copper and iron
induced DNA damage in isolated rat hepatic nuclei®’. Mannitol has also been
shown to prevent DNA damage associated with various ROS generating agents in

in vitro cell-free systems®94,

The above studies show that NTX as well as its primary components glycyrrhizin
and mannitol can prevent DNA damage as DNA single and double strand breaks
induced by alcohol and other ROS generating systems in liver and other tissues.
The animal and in vitro studies corroborate the human studies with NTX, and
provide information regarding the mechanism of action its primary components.

REDUCES ALCOHOL-INDUCED DNA DAMAGE

Hepatic metabolism of alcohol results in the production of reactive oxygen
species (ROS) that induce DNA damage including strand breaks and fragmentation
as well as damage to other tissue components’® 77, ROS can also modulate
epigenetic elements as chromatin remodeling, micro-RNAs, DNA (de)methylation
and histone modification that affect gene expression, thereby leading to various
liver disorders’”’8, Ethanol is also metabolically activated to free radical species
that form adducts with DNA, thereby inhibiting DNA and normal healthy liver
function’®®. Human, animal and in vitro studies have shown that NTX and it
components glycyrrhizin and mannitol can reduce the formation of DNA damage
induced by alcohol and other ROS-generating agents, thus affording tissue and
organ protection.

A randomized, double-blind, placebo-controlled cross-over clinical trial involving
human 31 subjects was conducted whereby all participants received alcohol with
and without NTX. A seven day cross-over washout was provided between
treatments!®. Consumption of alcohol alone caused an increase in DNA damage
in peripheral lymphocytes as determined by the single cell electrophoresis comet
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assay, the cytokinesis-block micronucleus assay, and 8-hydroxy-2-deoxyguanosine
formation. Consumption of alcohol with NTX significantly reduced the levels of
DNA damage.

Human and animal tissue studies have shown that glycyrrhizin, a primary
component in NTX, can reduce oxidative damage to DNA. Incubation of human
lymphocytes with oxidative mutagens as hydrogen peroxide reduced ROS
formation of DNA damage by as much as 70 %%.. In another study, glycyrrhizin
significantly reduced ROS-induced DNA damage in human epithelial cells as
determined by a single cell gel electrophoresis assay®?. Glycyrrhizin reduces
cellular DNA from radiation induced double strand breaks by scavenging free
radicals and reactive oxygen species®3. This ability of glycyrrhizin was
demonstrated in peripheral blood leukocytes derived from humans and mice as
well as bone marrow cells of mice®.

In rat primary hepatocyte cultures, glycyrrhizin reduced peroxide (ROS)-induced
DNA fragmentation and programmed cell death (apoptosis)33. Studies in rats
have demonstrated that glycyrrhizin reduces ROS-induced hepatic DNA damage
associated with metabolic syndrome, demonstrating its therapeutic potential
against hepatocellular damage3®84. Glycyrrhizin also accelerates liver regeneration
following partial hepatectomy and decreases elevated serum levels of ALT and
AST, thus demonstrating ability of glycyrrhizin to enhance regeneration of liver
mass and function®>. One mechanism whereby glycyrrhizin reduces and inhibits
oxidative DNA damage in tissues may be by the direct binding of glycyrrhizin to
the major and minor grooves and phosphate backbone of DNA as has been shown
in an in vitro model®®.

Mannitol, the other component in NTX in addition to glycyrrhizin, has also been
shown to prevent DNA damage in cell culture and cell free systems. Mannitol has
been demonstrated to reduce oxidative DNA damage in vitro systems involving
normal human keratinocytes®28, Mannitol was an effective scavenger of ROS and
an effective inhibitor of oxidative DNA damage. Mannitol in Chinese hamster
ovary (CHO) cells in culture stabilizes DNA and reduces DNA single and double
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strand breaks®®°°. Mannitol provided significant inhibition of DNA damage
associated with copper and iron initiated oxidative stress in isolated rat hepatic
nuclei®’. Mannitol has also been shown to reduce DNA damage associated with
various ROS generating agents in in vitro cell-free systems®94,

In summary, NTX and its primary components glycyrrhizin and mannitol can
reduce DNA damage as DNA single and double strand breaks induced by alcohol
and other ROS generating systems in liver and other tissues. In addition, a study in
rats has demonstrated the ability of glycyrrhizin to restore function and enhance
regeneration of the liver, a benefit that can be readily applied to chronic alcohol
consumption and alcoholic liver disease.

SAFETY

Various studies have assessed the safety of NTX and its constituents, glycyrrhizin
and mannitol. A randomized, double-blind, placebo-controlled cross-over clinical
trial involving 12 human subjects received alcohol daily for 12 days or alcohol in
combination with NTX. A four week washout cross-over period was provided.
NTX co-administration with alcohol has been shown to provide significant
decreases and normalization in the enzyme biomarkers of liver toxicity ALT, AST,
GGT and ALP*. NTX had no effect on heart rate, blood pressures or respiratory
rate, and no adverse effects were reported in these human subjects®®. The results
demonstrated that NTX suppressed alcohol toxicity while exhibiting no adverse
effects under the experimental conditions employed in humans.

A 28 day NTX detailed safety study was conducted in rats®. Rats were orally
administered 0, 0.5 gm/kg, 0.75 gm/kg, and 1.0 gm/kg NTX daily for 28 days. The
rats were observed daily for visible signs of reaction to the NTX such as eye and
mucus membrane changes, respiration, central nervous system, circulatory,
somatomotor activity and behavioral patterns. No untoward changes were
observed. Furthermore, no changes were observed with respect to body weights
or food consumption.
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Clinical pathology assessments were conducted on blood samples drawn prior to
treatment at two weeks of treatment and at 28 days of treatment?®. As
compared to the untreated (vehicle only) controls, at no time points did NTX
treatment at any of the three doses result in significant changes with respect to
leukocyte count, erythrocyte count, lymphocyte count, monocyte count,
eosinophil count, basophil count, hemoglobin, differential count, blood clotting
time, packed cell volume, serum sodium and potassium, plasma AST, ALT, ALP,
blood urea nitrogen (BUN), creatinine or total protein. Microscopic examination
of the urine sediment of control and NTX treated groups did not reveal the
presence of any epithelial casts, bacterial cells, erythrocytes or any other
abnormalities at any of the time points over the 28 days of treatment?®.

Upon post-mortem examination at the end of the 28 days of the study, the NTX
treated animals did not reveal any significant lesions with respect to vital organs
including livers, lungs, hearts, kidneys, spleens and urinary bladders. In summary,
the results of this detailed safety study in rats clearly demonstrate the safety of
NTX over a range of doses when given daily for up to 28 days!®. No adverse
effects of any kind were observed.

The safety of glycyrrhizin and various salts and derivatives thereof has been
extensively reviewed®’. The oral LD50 for glycyrrhetinic acid, the aglycone of
glycyrrhizin, was 610 mg/kg or higher in rats and mice. Based on the differences
in molecular weights, an equivalent amount of glycyrrhizin would be over 1.1 g/kg
in rats which would be over 14.2 grams for an 80 kg human. For the sake of
comparison, the LD50 for caffeine is believed to be in the range of about 10 grams
in humans. In an 8 week study involving 39 healthy volunteers, the no effect level
was conservatively determined to be 2 mg/kg/day or 160 mg for an 80 kg
individual. Glycyrrhizin was shown to be non-phototoxic, Glycyrrhizate salts were
non-carcinogenic in mice, and exhibited no reproductive or developmental
toxicities in rats, mice, hamsters or rabbits®’.This detailed report concluded that
glycyrrhizin and its salts exhibited little acute, short-term, subchronic or chronic
toxicity®’.
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Ingestion of glycyrrhizin at high doses can have physiological effects including
sodium and water retention, potassium loss, weight gain and increased blood
pressure. However, studies have been conducted where subjects have been
given 300-700 mg glycyrrhizin per week for up to 16 years without significant
adverse effects®*“8, Under the conditions of use of NTX, the consumption of
glycyrrhizin would be below the levels required to produce these adverse events.

A review has summarized the use of glycyrrhizin in the treatment of liver
diseases®. Ten clinical studies are reviewed using doses up to 200 mg per day,
primarily given intravenously. Six of the 10 studies reported no adverse effects,
including a study that averaged approximately 10 years. Hypertension with skin
rash was reported in one study that lasted for up to 14.5 years and involved daily
intravenous injections which results in much higher blood and tissue levels than
achieved by oral administration due to the gastro-intestinal metabolism of
glycyrrhizin. Two studies reported headache and three studies reported an
increase in blood pressure®, which cannot be correlated with similar doses given
orally.

Numerous plants and fungi produce mannitol, and as a consequence, mannitol is
a common sugar alcohol present in the diet of human®. The subchronic oral
toxicity of mannitol was studied in rats that were given approximately 12 grams of
mannitol per kg per day for 90 days'®!. This dose would be equivalent to an 80 kg
individual consuming about 155 grams of mannitol per day. The authors
concluded that mannitol did not produce signs of toxicity.

The patent for NTX notes that glycyrrhizin is used at a concentration of 0.05-0.3 %
while mannitol is used in the range of 0.5-3.0 %'*. For someone consuming 60 ml
of an alcoholic beverage (4 shots) containing NTX, they would consume 30-180
mg of glycyrrhizin and 300 mg-1.80 grams of mannitol, amounts that are clearly
within the safety ranges for both ingredients.

CONCLUSIONS
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The adverse health effects and societal costs of chronic and heavy alcohol
consumption are well documented, and alcohol is a risk factor or cause of
numerous diseases with alcoholic liver disease being the most common problem
associated with chronic alcohol consumption. As a consequence, thereis a
pressing need to develop strategies for safer alcohol consumption and treatment
in order to reduce alcohol-associated morbidity and mortality, and the high cost
to society.

NTX is a patented product composed of the primary ingredients glycyrrhizin and
mannitol that act synergistically. Based on the totality of the scientific
information and evidence, NTX and its active ingredients glycyrrhizin and
mannitol are safe and exhibit beneficial properties with respect to the potentially
detrimental effects of alcohol. Therefore, health claims regarding NTX have been
set forth, and each health claim is substantiated and extensively supported by the
scientific literature.
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CURRICULUM VITAE

S.J. STOHS, Ph.D.

Birth: Ludell, Kansas USA

EDUCATIONAL BACKGROUND:

Secondary School - Scribner Public High School, Graduated 1957
B.S. in Pharmacy - The University of Nebraska, Lincoln, 1962
M.S. in Natural Products

and Biochemistry - The University of Nebraska, Lincoln, 1964

Ph.D. in Biochemistry - The University of Wisconsin, Madison, 1967
Post-Graduate Study - Karolinska Institute, Stockholm, Sweden, 1975-76
- National Institute of Environmental Health Sciences
Research Triangle Park, NC 1987-88

PHARMACY LICENSE:
Nebraska
ACADEMIC APPOINTMENTS:

Assistant Professor, Department of Pharmacognosy, University of Nebraska,
September 1967.

Assistant Professor and Acting Chairman, Department of Pharmacognosy,
University of Nebraska, September 1968.

Member of the Graduate Faculty, University of Nebraska, June 1969.

Chairman, Department of Pharmacognosy, University of Nebraska, September
1970.

Associate Professor and Chairman (tenured), Department of Pharmacognosy,
University of Nebraska, September 1971.

Associate Professor and Chairman, Department of Medicinal Chemistry and
Pharmacognosy, University of Nebraska, September 1972.

Professor and Chairman, Department of Medicinal Chemistry and
Pharmacognosy, University of Nebraska Medical Center, July 1974.

Leave of Absence from the University of Nebraska, and Visiting Research
Associate, Department of Forensic Medicine, Karolinska Institute, Stockholm,
Sweden, 1975 - 76.

Professor and Chairman, Department of Biomedicinal Chemistry, University of
Nebraska Medical Center, August 1977.

Professor, Eppley Institute, February 1982.

Assistant Dean for Graduate Studies and Research, College of Pharmacy,
Professor, Pharmaceutical Sciences and Eppley Institute, University of
Nebraska Medical Center, November 1985.
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Professor, Pharmaceutical Sciences and Eppley Institute, University of Nebraska
Medical Center, July 1987 - January 1989.

Faculty Development Leave from University of Nebraska, and Visiting Professor,
Systemic Toxicology Branch, National Institute of Environmental Health
Sciences, Research Triangle Park, North Carolina, September 1987 through
June, 1988.

Assistant Dean for Research and Professor, School of Pharmacy and Allied Health
Professions, and Professor of Pharmacology, School of Medicine, Creighton
University, January, 1989.

Acting Dean, School of Pharmacy and Allied Health Professions, Creighton
University, October, 1990.

Dean, School of Pharmacy and Health Professions, Creighton University, July,
1991 - June, 2003.

Dean Emeritus, School of Pharmacy and Health Professions, Creighton University,
July, 2003.

INDUSTRIAL APPOINTMENTS:

Senior Vice President of Research and Development, AdvoCare International,
Carrollton, TX, October 2003 — 2009(retired). Responsible for development of
over 25 new products and reformulation of over 40 products. New product
development resulted in submitting 3 patent applications with one patent
awarded and two pending.. Also had overall responsibility for product quality
control/quality assurance, adverse events reporting, structure/function claims
submitted to FDA, product training, clinical pilot studies on new and
reformulated products, contract research studies regarding AdvoCare products,
and audits of manufacturing facilities. In addition, interfaced with all other
departments/areas, assisted in negotiation of product and raw material prices,
and assisted in resolution of products/supply chain issues. Answered numerous
distributor-related questions regarding ingredients, products and product
applications.

Vice President for Scientific Affairs, AdvoCare International May 2014—January 1,
2015.

Kitsto Consulting LLC, Frisco, TX, January 2009 to present. Founding partner in
consulting company specializing in toxicology, nutrition and wellness, research
design and organizational analysis.

ADMINISTRATIVE EXPERIENCE:

Vice for Scientific Affairs, ADVOCARE International, May 2014-January 1, 2015.
Sr. Vice President of Research & Development, ADVOCARE International, 2003-
2009(retired).

Responsible for the development of a research and development program,
including the hiring of staff, and establishing operational policies and procedures.
Overall responsibility for product development, product review and reformulation,
quality assurance/quality control, regulatory affairs, adverse events,
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documentation and records and good manufacturing practices for manufacturing
facilities. Established research protocols for selected ADVOCARE products and
identified research facilities. Member of supply chain team and product launch
team. Extensive interface with distributors through product training presentations,
email, AdvoLink and face-to-face interactions. Responsible for product training
and participated in over 25 Success Schools since 1998.

Dean, School of Pharmacy and Allied Health Professions, Creighton University,
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the Doctor of Pharmacy degree as the sole professional degree. Initiated
distance-learning Doctor of Pharmacy pathway for practitioners. Initiated the first
entry-level Doctor of Physical Therapy and Doctor of Occupational Therapy
programs in the country. Developed a post-professional Doctor of Occupational
Therapy pathway. Initiated distance-learning pathways for the Doctor of
Occupational Therapy and the Doctor of Physical Therapy for practitioners.
Initiated a M.S. in Pharmaceutical Sciences. Initiated a Master of Health
Services Administration program. Developed the nation’s first web-based entry-
level Doctor of Pharmacy pathway. Developed a B.S. program in Health
Sciences for students in the Doctors of Pharmacy, Physical Therapy and
Occupational Therapy Programs.

Acting Dean, School of Pharmacy and Allied Health Professions, Creighton
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Assistant Dean for Research, Creighton University, 1989 - 1990.

Assistant Dean for Research and Development, University of Nebraska Medical
Center, 1986 - 1987.

Assistant Dean for Research and Graduate Education, University of Nebraska
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Chaired various committees at the campus, state and national levels including:
Departmental Graduate Committee; College Policy and Procedures
Committee; Pharmaceutical Sciences Area Graduate Committee; State
Commission on Drugs, Education Subcommittee; UNMC Marshalling Corps;
Faculty Senate Grievance Committee; AACP Biological Sciences Resolutions
Committee; Academy of Pharmaceutical Sciences Kilmer Prize Committee;
Program Committee, American Society of Pharmacognosy; Biological
Sciences Section of AACP; AACP Biological Sciences Nominating
Committee; Special Projects Grants Committee of AACP; University of
Nebraska Chapter of Sigma Xi; and University wide Strategic Planning
Subcommittee, Search Committees for Deans of School of Dentistry, School
of Law and College of Business Administration.

Directed the research of over 40 graduate students, and the research and budgets
3
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of over 60 grants and contracts.

Chairman of Department, 1968-85. Responsible for the budgets and programs of
the Department of Biomedicinal Chemistry. Responsible for promotion and
tenure recommendations, departmental budget, recommendations for faculty
salaries and teaching assignments. The Department had 9 tenure track
faculty (3 through Eppley), 4 additional adjunct faculty, 18 graduate students,
one full-time secretary and additional secretarial assistance.

SOCIETY MEMBERSHIPS:

Sigma Xi, Rho Chi Pharmacy Honor Society, American Association of Colleges of
Pharmacy, Drug Metabolism Group of the American Society for Pharmacology and
Experimental Therapeutics, International Union of Pharmacology Section on
Toxicology, International Society for the Study of Xenobiotics, Society of
Toxicology, International Association of Biomedical Gerontology, Phi Lambda
Sigma Leadership Honor Society, Phi Beta Delta Honor Society for International
Scholars, American Pharmaceutical Association, Association of Schools of Allied
Health Professions, American College of Nutrition, American Nutraceutical
Association, Society of Free Radical Biology and Medicine, International
Federation of Sports Medicine.

AWARDS AND HONORS:

B.S. in Pharmacy with Distinction, 1962; NIH Predoctoral Fellowship, 1962-64; NIH
Trainee Fellowship, 1964-67; elected Sigma Xi, 1966; selected to participate in the
American Association of Colleges of Pharmacy Visiting Lecturer's Program,
1972-73; major professor of the Outstanding Graduate Student at the University of
Nebraska for 1973-74 (Ronald Talcott), for 1976-77 (Lester Reinke), and for
1979-80 (Walid Al-Turk) selected by Sigma Xi chapter; selected as an Outstanding
Educator of American, 1975; listed in American Men and Women of Science,
1968-present; elected to membership into the American Society for Pharmacology
and Experimental Therapeutics, 1976; selected to Notable Americans of 1976-77;
Sigma Xi Outstanding Scientist Award for 1977-78 at University of Nebraska;
University of Nebraska Medical Center Outstanding Teacher Award, 1981;
President, University of Nebraska Chapter of Sigma Xi, 1984-85; Visiting
Professor, Tanta University, Tanta, Egypt, April 1985; Alumni Faculty Award for
Outstanding Research, 1985; 1985 APhA Foundation/APhA Academy of
Pharmaceutical Sciences Research Achievement Award in Pharmacodynamics;
1988 Burlington Northern Faculty Achievement Award, University of Nebraska;
American Association of Colleges of Pharmacy Teacher of the Year Award,
1987-88; Native Son Award, Scribner, NE, 1992; Phi Beta Delta, Honor Society for
International Scholars, 1992; Phi Lambda Sigma Excellence in Leadership Award,
Creighton University, 1994-95; Creighton University Black Employee Network
Service Award, 1995; Nebraska Pharmacists Association Cora Mae Briggs
Outstanding Service to Nebraska Pharmacy Award, 1996; Elected into Fellowship
in the Academy of Toxicological Sciences (Fellow ATS), 1998 (recertified in 2003);
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Honorary Member of the Turkish Clinical Pharmacy Society, 1998; Elected into
Fellowship in the American College of Nutrition (Fellow ACN), 1999; Elected into
Fellowship in the Association of Schools of Allied Health Professions (Fellow
ASAHP, 1999); Holder, Gilbert F. Taffe, Jr. Endowed Chair, 2000-2003; National
Multiple Sclerosis Corporate Achievers Award for Outstanding Leadership and
Community Involvement, 2000; John Doull Award in Toxicology, Central States
Chapter, Society of Toxicology, 2001; Certified Nutrition Specialist (CNS) by the
Certification Board of the American College of Nutrition, 2002; Dean Emeritus,
School of Pharmacy and Health Professions, Creighton University, 2003;
American College of Nutrition Industrial Recognition Award, 2007; University of
Nebraska Medical Center 2010 Distinguished Pharmacy Alumni Award; Fellowship
in Americal Pharmacists Association (Fellow APhA, 2014).Excellence in Nutrition
Science Award, Emord & Associates, 2014; Excellence in Integrative Medicine
Award, Emord & Associates, 2014; Pharmacy Education Recognition Award,
Fourth International Meeting of Pharmacy and Pharmaceutical Sciences, Istanbul,
turkey, 2014.

DISSERTATIONS AND THESES DIRECTED:

1. Incorporation of 14C-Acetate into Khellin and Visnagin in Ammi visnhaga
Plants and Suspension Cultures. 1969. Min-Hsiu Chen, M.S.

2. The Production of Diosgenin and the Metabolism of 14C-Cholesterol by
Dioscorea deltoidea Wall Tissue Cultures. 1969. Balkrishena Kaul, Ph.D.

3. The In Vitro Metabolism of 3H-Digoxigenin. 1972. Ronald E. Talcott, M.S.

4. Studies of pH Effects on the Therapy of Chronic Urinary Tract Infections In
Vivo. 1973. Victor A. Padron, M.S.

5. Phytochemical Studies on Tissue Cultures of Withania somnifera. 1973. Poli
Chen Yu, M.S.

6. Some Aspects of Cardenolide Metabolism with Particular Reference to the
Hepatic Microsomal NADPH-Dependent Mixed-Function Oxidase System.
1973. Ronald E. Talcott, Ph.D.

7. A Phytochemical Investigation of Corchorus olitorius and C. capsularis Tissue
Cultures. 1974. Cindy Tarng, M.S.

8. The In Vitro and In Vivo Metabolism of H3-Digitoxin and H3-Digitoxigenin in
the Rabbit and Some of the Related Aspects. 1974. William H. Bulger, Ph.D.

9. The Influence of Selected Sedative-Hypnotics on Mixed-Function Oxidases.
1975. Lester A. Reinke, M.S.

5
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

The Microencapsulation and Properties of Selected Drugs. 1975. Kedar
Naik, Ph.D.

A Rapid In Vivo Preliminary Screening Technique in Mice for Antiarrhythmic
Drugs. 1976. Peter Nwangwu, M.S.

Some Affects of Streptozotocin-Induced Diabetes on Hepatic Mixed-Function
Monooxygenase Enzymes in Rats. 1977. Lester A. Reinke, Ph.D.

Hepatic Glutathione Levels in Diabetic Rats. 1977. Jeanne M. Hassing, M.S.

An Evaluation of Several Methods for the Determination of Catecholamines in
Plasma. 1978. Glen A. Scratchley, M.S.

In Vitro Production of Estrone and Estriol from Selected Steroid Precursors in
the Rabbit. 1978. Victor A. Padron, Ph.D.

Effects of Lithium Chloride on Aconitine-Induced Arrthythmias, Atrial and
Ventricular Tachycardias, and on the Distribution of Selected Electrolytes and
ATPases in the Mouse Heart. 1978. Oladipo Oredipe, M.S.

The Antiarrythmic Activities, Acute Toxicity Profile and Hemodynamic
Properties of Some New and Selected Quinidine Analogs. 1979. Peter U.
Nwangwu, Ph.D.

Some Aspects of Sex Dependent Regulation of Drug Metabolizing Enzymes
in Hepatic and Extrahepatic Tissues. 1979. Walid A. Al-Turk, Ph.D.

The Effects of Chronic Inorganic Lead Poisoning on Erythrocyte
5'-Nucleotides in the Rabbit. 1979. Mark S. Swanson, M.S.

The Effects of Various Xenobiotics on Aryl Hydrocarbon Hydroxylase Activity
of Intestinal and Hepatic Microsomes from Male Rats. 1981. Lin-dau Wu,
M.S.

The Synthesis and Preliminary in_vitro Biological Evaluation of 5,8
Endoethano-3-hydroxy-N-methylmorphinan and Its Immediate Precursors.
1981. Victoria F. Roche, Ph.D.

Studies on the Effect of Intragastrically Administered 3-Methylcholanthrene
on Intestinal Mixed-Function Oxidase Activity and Protein Synthesis. 1982.
Jeanne Marie Hassing, Ph.D.

Effect of Diphenylhydantoin on Hepatic and Extrahepatic Mixed Function
Oxidases in the Female Rat. 1982. Ronald J. Heinicke, M.S.

6
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24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Changes in Glutathione and Glutathione Metabolizing Enzymes in
Erythrocytes and Lymphocytes of Humans and Mice as a Function of Age.
1982. Fatma H. El-Rashidy, M.S.

Studies on Polyamine Decarboxylases, DNA Synthesis and Ultrastructural
Alterations in 17-Estradiol-Stimulated Rat Target Organs and Estriol
Antagonism. 1982. Lynn A. Lavia, Ph.D.

Percutaneous Absorption of lodochlorhydroxyquin. 1983. Fikrat Wahbi
Ezzedeen, Ph.D.

Some Biochemical Characteristics of Pyrimidine 5'-Nucleotidase Deficient
Erythrocytes. 1983. Mark S. Swanson, Ph.D.

A Possible Role of Lipid Peroxidation in TCDD Toxicity. 1984. Mohammad
Q. Hassan, Ph.D.

Biochemical and Toxicological Effects of 2,3,7,8-Tetrachlorodibenzo-p-dioxin
Congeners in Female Rats. 1985. Mike A. Shara, M.S.

Lipid Peroxidation, Calcium, Iron and TCDD Toxicity in Rats. 1985. Zainab
A.F. Al-Bayati, Ph.D.

Biochemical and Functional Effects of 2,3,7,8-Tetrachlorodibenzo-p-dioxin
(TCDD) on the Hearts of Female Rats. 1987. S.J. Hermansky, M.S.

Lipid Peroxidation Inducibility of Carbon Tetrachloride,
Hexachlorocyclohexane, Dieldrin, Hexafluorobenzene and
Hexachlorobenzene in Female Rats. 1987. M.R. Goel, M.S.

The Role of Divalent Cations in TCDD Induced Lipid Peroxidation and DNA
Damage in Rats. 1988. Z.Z. Wahba, Ph.D.

Effects of TCDD on Lipid Peroxidation and Membrane Fluidity in the
Mitochondria and Plasma Membranes of Rat Liver. 1988. N. Alsharif, M.S.

Effects of the Blue-Green Algal Hepatotoxin Microcystin-LR in Female Mice.
1990. S.J. Hermansky, Ph.D.

Evidence of 2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD)-Induced Oxidative
Stress in Female Rats. 1990. M.A. Shara, Ph.D.

TCDD, Phagocytic Cells and Oxidative Stress. 1992. N.Z. Alsharif, Ph.D.

Mechanism of Ricin-Induced Oxidative Stress in Mice. 1995. Daniel F.
Muldoon, Ph.D.

7
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OTHER TRAINING ACTIVITIES:

Professional and undergraduate students who have received research training -

Naser Alsharif

Pat Casey

Phil Dickson

Julie Dopheide
Joseph Guzzo
Jeanette Haggerty
Joseph Hanna-Salem
Jeanne M. Hassing
Julia Kelly

Brian Knobel

Craig Kubitcek

Lon Lowry

Hamid Mohammadpour
Jeff Moser

Peter Nwangwu
John Obrist

Zeke Paster
Lester A. Reinke
Julie Sabatka
Sohel Sachek
Alan Smalljohn
Jorja Sturek

Philip Vuchetich
Christine Wagner
Bruce Weber

Vikki Miller

Kate Takacs

Post-doctoral fellows -
Dr. Paul Akubue

Dr. Hanan Al-Kaysi
Dr. Walid Al-Turk

Dr. Albert Awad

Dr. Debasis Bagchi
Dr. Manashi Bagchi
Dr. Laura Cook

Dr. Ezdihar Hassoun
Dr. Frank Luman

Dr. Rodney Markin
Dr. Zuhair Muhi-Eldeen
Dr. Gita Mukherjee

PATENTS:
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U.S. patent 6,291,517 issued September 18, 2001 to D. Bagchi, M. Bagchi and S.
J. Stohs on a “Method for preventing or reducing stress-induced gastric injury using
grape seed proanthocyanidin extract.”

U.S. patent 7,645,742 issued January 12, 2010 to S. J. Stohs on “Composition for
enhancing cellular energy” (Muscle fuel-AdvoCare International).

U.S. patent 7,989,009 issued August 2, 2011 to C. Kandaswami, S. J. Stohs and
T. Coyle on “Composition and method for promoting weight loss”.

U.S. Patent 8.975,236 B2 issued March 10, 2015 to S. J. Stohs and H. Miller on
“Dietary supplement composition of citrus derivatives”.

RESEARCH PUBLICATIONS (ABSTRACTS NOT INCLUDED):

1.

Stohs, S.J. and Staba, E.J. Production of Cardiac Glycosides by Plant Tissue
Cultures. IV. Biotransformation of Digitoxigenin and Related Substances. J.
Pharm. Sci. 54, 56-58 (1965).

Stohs, S.J., Zull, J.E. and DelLuca, H.F. Vitamin D Stimulation of H3-Orotic
Acid Incorporation into Ribonucleic Acid of Rat Intestinal Mucosa.
Biochemistry 6, 1304-1310 (1967).

Stohs, S.J. and DelLuca, H.F. Subcellular Location of Vitamin D and Its
Metabolites in Intestinal Mucosa after a 10 IU Dose. Biochemistry 6,
3338-3349 (1967).

Stohs, S.J. The Metabolism of Progesterone by Plant Microsomes.
Phytochemistry 8, 1215-1219 (1969).

Stohs, S.J. The Production of Scopolamine and Hyoscyamine by Datura
stramonium L. Suspension Cultures. J. Pharm. Sci. 58, 703-705 (1969).

Chen, M., Stohs, S.J. and Staba, E.G. The Biosynthesis of Radioactive
Khellin and Visnagin from '“C-Acetate by Ammi visnaga Plants. Planta
Medica 12, 319-327 (1969).

Stohs, S.J., Kaul, B. and Staba, E.J. Dioscorea Tissue Cultures Il. The
Metabolism of '“C-Cholesterol by D. Deltoidea Suspension Cultures.
Phytochemistry 8, 1679-1686 (1969).

Kaul, B., Stohs, S.J. and Staba, E.J. Dioscorea Tissue Cultures lll. Influence
of Various Factors on Diosgenin Production by Dioscorea deltoidea Callus
and Suspension Cultures. Lloydia 32, 347-359 (1969).

Chen, M., Stohs, S.J. and Staba, E.J. The Biosynthesis of Visnagin from
2-1“C-Acetate by Ammi visnaga and A. majus. Lloydia 32, 347-359 (1969).

9
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Stohs, S.J., Reinke, L.A. and EI-Olemy, M.M. Metabolism in vitro of
Digitoxigenin by Rat Liver Homogenates. Biochem. Pharmacol. 20, 437-446
(1971).

Stohs, S.J. and EI-Olemy, M.M. Transformation of Cholesterol by Cheiranthus
cheiri Leaf and Tissue Culture Homogenates. J. Steroid Biochem. 2, 293-298
(1971).

Stohs, S.J. and EI-Olemy, M.M. 4-R}-Sitosten-3-one from R-Sitosterol by Leaf
Homogenates. Phytochemistry 10, 2987-2990 (1971).

Stohs, S.J. and EI-Olemy, M.M. Pregnenolone and Progesterone from 20
-Hydroxycholesterol by  Cheiranthus cheiri Leaf @ Homogenates.
Phytochemistry 10, 3053-3056 (1971).

El-Olemy, M.M., Stohs, S.J. and Schwarting, A.E. Heimidine, A New Alkaloid
from Heimia salicifolia. Lloydia 34, 439-441 (1971).

Talcott, R.E. and Stohs, S.J. Metabolism of Aniline and Hexobarbital by Liver
Homogenates of Spironolactone-pretreated Male Rats. J. Pharm. Sci. 61,
296-297 (1972).

Stohs, S.J. and EI-Olemy, M.M. Biotransformation of Progesterone by
Dioscorea deltoidea Suspension Cultures. Phytochemistry 11, 1397-1400
(1972).

Stohs, S.J. and EI-Olemy, M.M. 4-Androsten-3,17-dione Metabolism by
Dioscorea deltoidea Suspension Cultures. Lloydia 35, 81-83 (1972).

Stohs, S.J. and EI-Olemy, M.M. Progesterone and Pregnenolone Metabolism
by Leaf Homogenates of Cardenolide Producing Plants. Phytochemistry 11,
2409-2413 (1972).

Talcott, R.E., Stohs, S.J. and EI-Olemy, M.M. Metabolites and Some
Characteristics of the Metabolism of 3H-Digoxigenin by Rat Liver
Homogenates. Biochem. Pharmacol. 21, 2001-2006 (1972).

Bulger, W.H., Talcott, R.E. and Stohs, S.J. Separation of Hydroxylation
Products of Digitoxigenin by TLC. J. Chromatog. 70, 187-189 (1972).

Talcott, R.E. and Stohs, S.J. The Effect of Cyproterone Acetate Pretreatment
on the In Vitro Metabolism of Aniline, Hexobarbital, and 3H-Digitoxigenin. J.
Pharmacol. Exptl. Therap. 184, 419-423 (1973).

Talcott, R.E., Bulger, W.H. and Stohs, S.J. Metabolism of *H-Digitoxigenin by
Rat Liver, Adrenal and Ovary Homogenates. Steroids 21, 87-94 (1973).
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23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Bulger, W.H. and Stohs, S.J. 5B-Hydroxydigitoxigenin: A Metabolite of
Digitoxigenin by Rabbit Liver Homogenates. Biochem. Pharmacol. 22,
1745-1950 (1973).

Talcott, R.E. and Stohs, S.J. Effect of Phenobarbital and Spironolactone
Pretreatment on Digitoxin Induced Mortality in Male and Female Rats. Arch.
Int. Pharm. Therap. 204, 86-88 (1973).

Stohs, S.J. and Haggerty, J.S. Metabolism of 4-Cholesten-3-One to 5
-Cholestan-3-one by Leaf Homogenates. Phytochemistry 12, 2869-2872
(1973).

Talcott, R.E. and Stohs, S.J. Enzyme Induction with Pregnenolone-16-
Carbonitrile: Onset of Action and Effect of Thioacetamide. Biochem.
Pharmacol. 23, 1221-1224 (1974).

Bulger, W.H., Wheeler, D.M.S. and Stohs, S.J.
6R-Hydroxy-3-Epidigitoxigenin: The Major Metabolite of Digitoxigenin by
Rabbit Liver Homogenates. Biochem. Pharmacol. 23, 921-929 (1974).

El-Olemy, M.M., Sabatka, J.J. and Stohs, S.J. Sapogenins of Yucca glauca
seeds. Phytochemistry 13, 489-492 (1974).

Rosenberg, H. and Stohs, S.J. Directed Biosynthesis of Unnatural Alkaloids
in Dolichothele sphaerica. Phytochemistry 13, 823-827 (1974).

Stohs, S.J., Stoller, E.W., EI-Olemy, M.M., Yu, P.C. and Tarng, C.S. Fatty
Acid Composition of Lipids of Corchorus, Yucca, Dioscorea, Withania, and
Rivea Tissue Cultures. Lloydia 37, 309-312 (1974).

Rosenberg, H. and Stohs, S.J. Aberrant Formation of N-Cinnamoylhistamine
in Dolichothele sphaerica. Lloydia 37, 313-314 (1974).

Rosenberg, H. and Stohs, S.J. The Utilization of Tyrosine for Mescaline and
Protein Biosynthesis in Lophophora williamsii. Phytochemistry 13, 1861-1863
(1974).

Stohs, S.J., Sabatka, J.J. and Rosenberg, H. Incorporation of 4-'“C-22,23-
3H-Sitosterol into Diosgenin by Dioscorea deltoidea Tissue Suspension
Cultures. Phytochemistry 13, 2145-2148 (1974).

Stohs, S.J., Sabatka, J.J., Obrist, J.J. and Rosenberg, H. The Steroidal
Sapogenins of Yucca glauca Tissues Cultures. Lloydia 37, 504-505 (1974).

Stohs, S.J., Rosenberg, H. and Billets, S. Sterols of Yucca glauca Tissue
Cultures and Seeds. Planta Medica 27, 257-261 (1975).
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36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47,

48.

Bulger, W.H. and Stohs, S.J. Effect of Phenobarbital on the
Biotransformation of 3H-Digitoxigenin to 6R-Hydroxy-3-Epidigitoxigenin by
Rabbit Liver Homogenates. Drug Metab. Disp. 2, 361-364 (1974).

Yu, P.L.C., EI-Olemy, M.M. and Stohs, S.J. Phytochemical Investigation of
Withania somnifera Tissue Cultures. Lloydia 37, 593-597 (1974).

El-Olemy, M.M. and Stohs, S.J. Chromatography on Lipophilic Dextran Gels
for the Fractionation of Low-Molecular Weight Compounds. |. Steroid
Digitonides. J. Pharm. Sci. 64, 161-162 (1975).

El-Olemy, M.M. and Stohs, S.J. Chromatography on Lipophilic Dextran Gels
for the Fractionation of Low-Molecular Weight Compounds. Il. Separation of
Cardiac Glycosides from Cardiac Aglycones. J. Pharm. Sci. 64, 164-164
(1975).

Tarng, C.S. and Stohs, S.J. A Phytochemical Investigations of Corchorus
olitorius and C. capsularis Tissue Cultures. Planta Medica 27, 77-82 (1975).

Stohs, S.J. and Obrist, J.J. Sapogenins of Yucca glauca Seed Pods.
Phytochemistry 14, 239-241 (1975).

Stohs, S.J. and Scratchley, G. Separation of Thiazide Diuretics and
Antihypertensive Drugs by Thin-Layer Chromatography. J. Chromatogr. 114,
329-333 (1975).

Stohs, S.J. Metabolism of 3R-Hydroxy-5-Pregnan-20-one by Leaf
Homogenates. Phytochemistry 14, 2419-2422 (1975).

Rosenberg, H. and Stohs, S.J. Effects of Histidine Decarboxylase Inhibitors
on the Production of an Aberrant Alkaloid in Dolichothele sphaerica.
Phytochemistry 15, 501-503 (1976).

Stohs, S.J. and Rosenberg, H. Onset of Enzyme Induction with
Pregnenolone-16 o-Carbonitrile (PCN) in Male and Female Rats. J. Pharm.
Sci. 65, 610-611 (1976).

Stohs, S.J., Wagner, C.L. and Rosenberg, H. Steroids and Sapogenins in
Tissue Cultures of Dioscorea deltoidea. Planta Medica 28, 101-105 (1975).

Stohs, S.J., Reinke, L.A., Small, L.D. and Hassing, J.M. Effect of
Cyanoketone on Digitoxin-Induced Mortality and Hepatic Mixed Function
Oxidases in Rats. Arch. Int. Pharm. Therap. 218, 120-123 (1975).

Stohs, S.J., Grafstrom, R.C., Moldeus, P.W., Burke, M.D. and Orrenius, S.G.
The Isolation of Rat Intestinal Microsomes with Stable Cytochrome P-450 and
Their Metabolism of Benzo(a)pyrene. Arch. Biochem. 177, 105-116 (1976).
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49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Rosenberg, H., Maheshwari, V. and Stohs, S.J. Alkaloid Screening of Fungi.
Planta. Medica 30, 146-150 (1976).

Stohs, S.J., Grafstrom, R.C., Burke, M.D. and Orrenius, S.G. Xenobiotic
Metabolism and Enzyme Induction in Isolated Rat Intestinal Microsomes.
Drug Metab. Disp. 4, 517-521 (1976).

Stohs, S.J., Grafstrom, R.C., Burke, M.D. and Orrenius, S.G.
Benzo(a)pyrene Metabolism by Isolated Rat Intestinal Epithelial Cells. Arch.
Biochem. Biophys. 179, 71-80 (1977).

Jain, S.C., Rosenberg, H. and Stohs, S.J. Steroidal Constitutents of
Trigonella occulta Tissue Cultures. Planta Medica 31, 109-111 (1977).

Grafstrom, R.C., Stohs, S.J., Burke, M.D., Moldeus, P.W. and Orrenius, S.G.
Benzo(a)pyrene Metabolism by Microsomes and Isolated Epithelial Cells from
Rat Small Intestine. Microsomes and Drug Oxidations (The Third
International Symposium, Ed. V. Ullrich et al.), pp. 667-674. Pergammon
Press (1977).

Reinke, L.A. and Stohs, S.J. Lack of Effect of Vasectomy on Hepatic Mixed
Function Monooxygenase Enzymes in the Rat. Contraception 15, 535-542
(1977).

Stohs, S.J., Tarng, C.S. and Rosenberg, H. Influence of Cyclic AMP on
Growth and Steroid Formation in Corchorus olitorius L. Suspension Cultures.
Lloydia 40, 370-373 (1977).

Nwangwu, P.U., Holcslaw, T.L. and Stohs, S.J. A Rapid In Vivo Technique
for Preliminary Screening of Antiarrhythmic Agents in Mice. Arch. Int. Pharm.
Therap. 229, 219-226 (1977).

Rosenberg, H., Obrist, J. and Stohs, S.J. Production of Fungal Protein from
Oat Hulls. Econ. Bot. 32, 413-417 (1978).

Reinke, L.A., Stohs, S.J. and Rosenberg, H. Altered Activity of Hepatic
Mixed-Function Monooxygenase Enzymes in Streptozotoxin-Diabetic Rats.
Xenobiotica 8, 611-619 (1978).

Masoud, A.N., Scratchley, G.A., Stohs, S.J. and Wingard, D.W.
Simultaneous Determination of Lidocaine (Linocaine) and Thiopental in
Plasma Using High Pressure Liquid Chromatography. J. Liquid Chromatog.
1, 607-616 (1978).

Scratchley, G.A., Masoud, A.N., Stohs, S.J. and Wingard, D.W. High
Performance Liquid Chromatographic Separation and Detection of
Catecholamines and Related Compounds. J. Chromatog. 169, 313-319
(1979).
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61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

Reinke, L.A., Stohs, S.J. and Rosenberg, H. Increased Aryl Hydrocarbon
Hydroxylase Activity in Hepatic Microsomes from Streptozotocin-Diabetic
Female Rats. Xenobiotica 8, 769-778 (1978).

Stohs, S.J., Reinke, L.A., Rosenberg, H. and Hassing, J.M. Benzo(a)pyrene
Metabolism by Hepatic and Extrahepatic Tissues of Streptozotocin-Diabetic
Rats. Drug Metab. Disp. 7, 49-51 (1979).

Hamilton, C.A., Nwangwu, P.U., Rapoport, J., Parkinson, S. and Stohs, S.J.
Mitral Valve Prolapse Syndrome: A Six-Month Follow-up Study of Propanolol
Therapy. Nebr. Med. J. 46, 31-305 (1979).
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Alkyl/alkenylthio-4,5-disubstituted-4H-1,2,4-triazoles. Europ. J. Med. Chem.
26, 237-241 (1991).

Hermansky, S.J., Stohs, S.J., Mereish, K.A., Eldeen, Z.M. and Roche, V.F.
Evaluation of Potential Chemoprotectants Against Microcystin-LR
Hepatotoxicity in Mice. J. Appl. Toxicol. 11, 65-74 (1991).

Al-Bayati, Z.A.F. and Stohs, S.J. The Possible Role of Phospholipase A2 in
Hepatic  Microsomal Lipid Peroxidation Induced by 2,3,7,8-
Tetrachlorodibenzo-p-dioxin in Rats. Arch. Environ. Contam. Toxicol. 20,
361-365 (1991).

Hassan, M.Q., Numan, L.T., Al-Nasiri, N. and Stohs, S.J. Endrin-Induced
Histopathological Changes and Lipid Peroxidation in Liver and Kidneys of
Rats, Mice, Guinea Pigs and Hamsters. Toxicol. Path. 19, 108-114 (1991).

Lin, F.H., Stohs, S.J., Birnbaum, L.S., Clark, G., Lucier, G.W. and Goldstein,
J.A. The Effects of 2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD) on the
Hepatic Estrogen and Glucocorticoid Receptors in Congenic Strains of Ah
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162.
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164.

165.

166.

167.

168.

169.

170.

171.

Responsive and Ah Nonresponsive C57BL/6J Mice. Toxicol. Appl.
Pharmacol. 108, 129-139 (1991).

Milner, L.S., Wei, S.H., Stohs, S.J., Eldeen, Z.M. and Houser, M.T. Role of
Glutathione Metabolism in the Reduction of Proteinuria by Dimethylthiourea in
Adriamycin Nephrosis. Nephron 62, 192-197 (1992).

Bagchi, D., Bagchi, M., Hassoun, E. and Stohs, S.J. Effect of Endrin on the
Hepatic Distribution of Iron and Calcium in Female Sprague-Dawley Rats. J.
Biochem. Toxicol. 7, 37-42 (1992).

Shara, M.A., Dickson, P.H., Bagchi, D. and Stohs, S.J. Excretion of
formaldehyde, malondialdehyde, acetaldehyde, and acetone in the urine of
rats in response to 2,3,7,8-tetrachlorodibenzo-p-dioxin, paraquat, endrin and
carbon tetrachloride. J. Chromatogq. 576, 221-233 (1992).

Bagchi, M., Hassoun, E.A., Bagchi, D. and Stohs, S.J. Endrin-Induced
Increases in Hepatic Lipid Peroxidation, Membrane Microviscosity and DNA
Damage in Rats. Arch. Environ. Contam. Toxicol. 23, 1-5 (1992).

Muldoon, D.F., Hassoun, E.A. and Stohs, S.J. Ricin-induced hepatic lipid
peroxidation, glutathione depletion, and DNA-single strand breaks in mice.
Toxicon 30, 977-984 (1992).

Bagchi, D., Bagchi, M., Hassoun, E. and Stohs, S.J. Endrin-induced urinary
excretion of formaldehyde, acetaldehyde, malondialdehyde and acetone in
rats. Toxicology 75, 81-89 (1992).

Bagchi, M. and Stohs, S.J. In vitro induction of reactive oxygen species by
2,3,7,8-tetrachlorodibenzo-p-dioxin, endrin and lindane in rat peritoneal
macrophages, and hepatic mitochondria and microsomes. Free Rad. Biol.
Med. 14, 11-18 (1993).

Bagchi, D., Dickson, P.H. and Stohs, S.J. The identification and quantitation
of malondialdehyde, formaldehyde, acetaldehyde and acetone in serum of
rats. Toxicology Methods 2, 270-279 (1992).

Akubue, P.l. and Stohs, S.J. The effect of alachlor on the urinary excretion of
malondialdehyde, formaldehyde, acetaldehyde and acetone by rats. Bull.
Environ. Contam. Toxicol. 50, 565-571 (1993).

Hassoun, E.A., Bagchi, D., Roche, V.F. and Stohs, S.J. An assessment of
potential chemoprotectant activity against ricin toxicity by mechanism-based
glycosidase inhibitors in macrophage J744A.1 cell cultures. Toxicon 30,
1545-1554 (1992).

Bagchi, M., Hassoun, E.A., Bagchi, D. and Stohs, S.J. Production of reactive
oxygen species by peritoneal macrophages, and hepatic mitochondria and
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173.

174.

175.

176.

177.

178.

179.

180.

181.

microsomes from endrin-treated rats. Free Rad. Biol. Med. 14, 149-155
(1993).

Bagchi, D., Bagchi, M., Hassoun, E.A., Moser, J. and Stohs, S.J. Effects of
carbon tetrachloride, menadione and paraquat on the urinary excretion of
malondialdehyde, formaldehyde, acetaldehyde and acetone in rats. J.
Biochem. Toxicol. 8, 101-106 (1993).

Hassoun, E., Bagchi, M., Bagchi, D. and Stohs, S.J. Comparative studies on
lipid peroxidation and DNA single strand breaks induced by lindane, DDT,
chlordane and endrin in rats. Comp. Biochem. Physiol. 104C, 427-431
(1993).

Bagchi, D., Bagchi, M., Hassoun, E. and Stohs, S.J. Carbon tetrachloride-
induced urinary excretion of formaldehyde, malondialdehyde, acetaldehyde
and acetone in rats. Pharmacology 47, 209-216 (1993).

Moser, J., Bagchi, D., Akubue, P.I. and Stohs, S.J. Excretion of
malondialdehyde, formaldehyde, acetaldehyde and acetone in the urine of
rats following acute and chronic administration of ethanol. Alcohol and
Alcoholism 28, 287-295 (1993).

Hassoun, E.A., Roche, V.F. and Stohs, S.J. The release of enzymes by ricin
from macrophages and Chinese hamster ovary cells in culture. Toxicol.
Methods 3, 119-129 (1993).

Bagchi, M., Hassoun, E., Akubue, P. and Stohs, S.J. Comparative effects of
endrin on hepatic lipid peroxidation and DNA damage, and nitric oxide
production by peritoneal macrophages from C57BL/6J and DBA/2 mice.
Comp. Biochem. Physiol. 105C, 524-529 (1993).

Bagchi, D., Hassoun, E.A., Bagchi, M. and Stohs, S.J. Protective effects of
antioxidants against endrin-induced lipid peroxidation, DNA damage and
excretion of urinary lipid metabolites. Free Rad. Biol. Med. 15, 217-222
(1993).

Hermansky, S.J., Markin, R.S., Fowler, E.H. and Stohs, S.J. Hepatic
ultrastructural changes induced by the toxin microcystin-LR (MCLR) in mice.
J. Environ. Pathol. Toxicol. Oncol. 12, 101-106 (1993).

Cevikbas, A., Yemni, E., Cevikbas, U., Ezzedeen, F.W., Stohs, S.J. and
Yardimci, T. Antitumoral, antibacterial and antifungal activities of kefir and
kefir grain. Phytotherapy Res. 8, 78-82 (1994).

Bagchi, D., Bagchi, M., Hassoun, E.A. and Stohs, S.J. Detection of paraquat-
induced in vivo lipid peroxidation by gas chromatography-mass spectroscopy
and high pressure liquid chromatography. J. Analyt. Toxicol. 17, 411-414
(1993).

24
Exhibit 2 Page 24 of 103
Bellions Spirits, LLC's Health Claim Petition



182.

183.

184.

185.

186.

187.

188.

189.

190.

191.

192.

Muldoon, D.F. and Stohs, S.J. Modulation of ricin toxicity in mice by
biologically active substances. J. Appl. Toxicol. 14, 81-86 (1994).

Bagchi, D., Shara, M.A., Bagchi, M., Hassoun, E.A. and Stohs, S.J. Time-
dependent effects of 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD) on serum
and urine levels of malondialdehyde, formaldehyde, acetaldehyde and
acetone in rats. Toxicol. Appl. Pharmacol. 123, 83-88 (1993).

Alsharif, N.Z., Hassoun, E., Bagchi, M., Lawson, T. and Stohs, S.J. The
effects of anti-TNF-o antibody and dexamethasone on TCDD-induced
oxidative stress in mice. Pharmacology 48, 127-136 (1994).

Bagchi, D., Moser, J. and Stohs, S.J. Quantitative determination of urinary
lipid metabolites by high pressure liquid chromatography as indicators of
menadione-induced in_vivo lipid peroxidation. Arch. Environ. Contam.
Toxicol. 26, 387-391 (1994).

Alsharif, N.Z., Schlueter, W.J. and Stohs, S.J. Stimulation of
NADPH-dependent reactive oxygen species (ROS) formation and DNA
damage by 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD) in rat peritoneal
lavage cells. Arch. Environ. Contam. Toxicol. 26, 392-397 (1994).

Alsharif, N.Z., Lawson, T. and Stohs, S.J. Oxidative stress induced by TCDD
is mediated by the Ah-receptor complex. Toxicology 92, 39-51 (1994).

Akubue, P.l.,, Bagchi, D., Ihm, W.J. and Stohs, S.J. Excretion of
malondialdehyde, formaldehyde, acetaldehyde, acetone and methylethyl
ketone in the urine of rats given an acute dose of malondialdehyde. Arch.
Toxicol. 68, 338-341 (1994).

Bagchi, M., Bagchi, D., Hassoun, E.A. and Stohs, S.J. Smokeless tobacco
induced increases in hepatic lipid peroxidation, DNA damage and urinary
excretion of lipid metabolites. Int. J. Exptl. Path. 75, 197-202 (1994).

Izzettin, F.V., Ayca, B., Uras, F., Uysal, V., Cevikbas, U., Yardimci, T. and
Stohs, S.J. Nephrotoxicity of gentamycin and co-trimoxazole combination in
rats. Gen. Pharmacol. 25, 1185-1189 (1994).

Bagchi, D., Bagchi, M., Hassoun, E.A., Kelly, J. and Stohs, S.J. Adriamycin-
induced hepatic and myocardial lipid peroxidation and DNA damage, and
enhanced excretion of urinary lipid metabolites in rats. Toxicology 95, 1-9
(1995).

Hassoun, E.A., Bagchi, D., Bagchi, M. and Stohs, S.J. Effect of vitamin E
succinate on smokeless tobacco-induced production of nitric oxide by rat
peritoneal macrophages and J774A.1 macrophage cells in culture. Free Rad.
Biol. Med. 18, 577-583 (1995).
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193. Muldoon, D.F., Bagchi, D., Hassoun, E.A. and Stohs, S.J. The modulating
effects of tumor necrosis factor alpha antibody on ricin-induced oxidative
stress in mice. J. Biochem. Toxicol. 9, 311-318 (1994).

194. Bagchi, D., Hassoun, E., Bagchi, M. and Stohs, S.J. Chromium-induced
excretion of urinary lipid metabolites, DNA damage, nitric oxide production
and generation of reactive oxygen species in Sprague-Dawley rats. Comp.
Biochem. Physiol. 110, 177-187 (1995).

195.Bagchi, D., Hassoun, E., Bagchi, M., Muldoon, D.F. and Stohs, S.J.
Oxidative stress induced by chronic administration of sodium dichromate
[Cr(VI)] to rats. Comp. Biochem. Physiol. 110, 281-287 (1995).

196.Bagchi, D., Hassoun, E.A., Bagchi, M. and Stohs, S.J. Protective effects of
free radical scavengers and antioxidants against smokeless tobacco extract
(STE)-induced oxidative stress in macrophage J774A.1 cell cultures. Arch.
Environ. Contam. Toxicol. 29, 424-428 (1995).

197.Bagchi, M., Ghosh, S., Bagchi, D., Hassoun, E. and Stohs, S.J. Protective
effects of lazaroid U74389F (16-desmethyl tirilazad) on endrin-induced lipid
peroxidation and DNA damage in brain and liver and regional distribution of
catalase activity in brain. Free Rad. Biol. Med. 19, 867-872 (1995).

198.Bagchi, D., Bagchi, M., Hassoun, E.A. and Stohs, S.J. Cadmium-induced
excretion of urinary lipid metabolites, DNA damage, glutathione depletion,
and hepatic lipid peroxidation in Sprague-Dawley rats. Biol. Trace Element
Res. 52, 143-154 (1996).

199.Bagchi, D., Bagchi, M., Hassoun, E.A. and Stohs, S.J. In vitro and in vivo
generation of reactive oxygen species, DNA damage, and lactate
dehydrogenase leakage by selected pesticides. Toxicology 104, 129-140
(1995).

200.Hassoun, E.A., Bagchi, D., Roche, V.F. and Stohs, S.J. Potential
chemoprotectant activity of mechanism-based glycosidase inhibitors against
ricin toxicity in Chinese hamster ovary and macrophage J774A.1 cell cultures.
J. Appl. Toxicol. 16, 49-54 (1996).

201.Hassoun, E.A. and Stohs, S.J. Potential chemoprotectant activity of 3'-azido-
3'-deoxythymidene (AZT) and 2',3'-dideoxycytidine (DDC) against ricin toxicity
in Chinese hamster ovary and macrophage J774A.1 cell cultures. J. Appl.
Toxicol. 16, 43-48 (1996).

202.Hassan, M.Q., Hussain, S.A., Zaki, M.A., Alsharif, N.Z. and Stohs, S.J.
Protective effects of antioxidants against uremia-induced lipid peroxidation
and glutathione depletion in humans. Pharmacol. Toxicol. 77, 407-411
(1995).
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203.Bagchi, M., Bagchi, D., Adickes, E. and Stohs, S.J. Chronic effects of
smokeless tobacco extract on rat liver histopathology and production of HSP-
90. J. Environ. Pathol. Toxicol. Oncol. 14, 61-68 (1995).

204.Bagchi, D., Bhattacharya, G. and Stohs, S.J. Production of reactive oxygen
species by gastric cells in association with Helicobacter pylori. Free Rad.
Res. 24, 439-450 (1996).

205.Hassoun, E.A. and Stohs, S.J. Chromium induced production of reactive
oxygen species, DNA-single strand breaks, nitric oxide production and lactate
dehydrogenase leakage in J774A.1 cell cultures. J. Biochem. Toxicol. 10,
315-321 (1995).

206.Hassoun, E.A. and Stohs, S.J. Comparative teratological studies on TCDD,
endrin and lindane in C57BL/6J and DBA/2J mice. Comp. Biochem. Physiol.
113, 393-398 (1996).

207.Bagchi, M., Bagchi, D. and Stohs, S.J. In vitro effects of smokeless tobacco
extract on the production of reactive oxygen species by human oral epidermal
cells and rat hepatic mitochondria and microsomes, and peritoneal
macrophages. Arch. Environ. Contam. Toxicol. 30, 418-422 (1996).

208.Bagchi, D., Bhattacharya, G. and Stohs, S.J. In vitro and in vivo induction of
heat shock (stress) protein (Hsp) gene expression by selected pesticides.
Toxicology 112, 57-68 (1996).

209.Vuchetich, P.J., Bagchi, D., Bagchi, M., Hassoun, E.A., Tang, L. and Stohs,
S.J. Naphthalene-induced oxidative stress in rats and the protective effects
of vitamin E succinate. Free Rad. Biol. Med. 21, 577-590 (1996).

210.Bagchi, D. and Stohs, S.J. Comparative in vitro oxygen radical scavenging
ability of zinc methionine and selected zinc salts and antioxidants. Gen.
Pharmacol. 28, 85-91 (1997).

211.Bagchi, D., Vuchetich, P.J., Bagchi, M., Hassoun, E.A., Tran, M.X., Tang, L.
and Stohs, S.J. Induction of oxidative stress by chronic administration of
sodium dichromate [Cr(VI)] and cadmium chloride [Cd(Il)] to rats. Free Rad.
Biol. Med. 22, 471-478 (1997).

212.Hassoun, E.A. and Stohs, S.J. Cadmium induced production of superoxide
anion and nitric oxide, DNA-single strand breaks and lactate dehydrogenase
leakage in J774A.1 cell cultures. Toxicology 112, 219-226 (1996).

213.Hassoun, E.A. and Stohs, S.J. TCDD, endrin and lindane induced oxidative
stress in fetal and placental tissues of C57BL/6J and DBA/2J mice. Comp.
Biochem. Physiol. 115C, 11-18 (1996).
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214.Bagchi, D., Vuchetich, P.J., Bagchi, M., Tran, M.X., Krohn, R.L., Ray, S.D.
and Stohs, S.J. Protective effects of zinc salts on TPA-induced hepatic and
brain lipid peroxidation, glutathione depletion, DNA damage and peritoneal
macrophage activation in mice. Gen. Pharmacol. 30, 43-50 (1998).

215.Bagchi, M., Kuszynski, C., Patterson, E.B., Tang, L., Bagchi, D., Saaini, T.
and Stohs, S.J. In vitro free radical production in human oral keratinocytes
induced by smokeless tobacco extract (STE). In Vitro Toxicol. 10, 263-274
(1997).

216.Bagchi, D., Carryl, O.R., Tran, M.X., Bagchi, M., Vuchetich, P.J., Krohn, R.L.,
Ray, S.D. and Stohs, S.J. Protection against chemically-induced oxidative
gastrointestinal tissue injury in rats by bismuth salts. Digest. Diseases Sci.
42, 1890-1900 (1997).

217.Bagchi, D., Garg, A., Krohn, R.L., Bagchi, M., Bagchi, D.J., Balmoori, J. and
Stohs, S.J. Protective effects of grape seed proanthocyanidins and selected
antioxidants against TPA-induced hepatic and brain lipid peroxidation and
DNA fragmentation, and peritoneal macrophage activation in mice. Gen.
Pharmacol. 5, 771-776 (1998).

218.Bagchi, D., Carryl, O.R., Tran, M.X., Krohn, R.L., Bagchi, D.J., Garg, A,
Bagchi, M., Mitra, S. and Stohs, S.J. Stress, diet and alcohol-induced
oxidative gastrointestinal mucosal injury in rats and protection by bismuth
subsalicylate. J. Appl. Toxicol. 18, 3-13 (1998).

219.Hassoun, E.A., Walter, A.C., Alsharif, N.Z. and Stohs, S.J. Modulation of
TCDD-induced fetotoxicity and oxidative stress in embryonic and placental
tissues of C57BL/6J mice by vitamins E succinate and ellagic acid.
Toxicology 124, 27-37 (1997).

220.Bagchi, M., Bagchi, D., Balmoori, J., Ye, X. and Stohs, S.J. Naphthalene-
induced oxidative stress and DNA damage in cultured macrophage J774A.1
cells. Free Rad. Biol. Med. 25, 137-143 (1998).

221.Hassoun, E.A., Wilt, S.C., DeVito, M.J., Van Birgelen, A., Alsharif, N.Z.,
Birnbaum, L.S. and Stohs, S.J. Induction of oxidative stress in brain tissues

of mice after subchronic exposure to 2,3,7,8-tetrachlorodibenzo-p-dioxin
(TCDD). Toxicol. Sci. 42, 23-27. (1998).

222.Bagchi, M., Bagchi, D., Hassoun, E.A. and Stohs, S.J. Subchronic effects of
smokeless tobacco extract (STE) on hepatic lipid peroxidation, DNA damage
and excretion of urinary lipid metabolites in rats. Toxicology 127, 29-38
(1998).

223.Bagchi, D., Tran, M.X., Newton, S., Bagchi, M., Ray, S.D., Kuszynski, C.A.
and Stohs, S.J. Chromium and cadmium-induced oxidative stress and
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apoptosis in cultured J774A.1 macrophage cells. In Vitro Mol. Toxicol. 11,
171-181 (1998).

224.Bagchi, D., Carryl, O.R., Milnes, M.M., Williams, C.B., Balmoori, J., Tran,
M.X., Bagchi, M., Bagchi, D.J., Mitra, S. and Stohs, S.J. Acute and chronic
stress-induced oxidative gastrointestinal mucosal injury in rats and protection
by bismuth subsalicylate. Mol. Cell. Biochem. 196, 109-116 (1999).

225.Bagchi, D., Kuszynski, C., Balmoori, J., Bagchi, M. and Stohs, S.J. Hydrogen
peroxide-induced modulation of intracellular oxidized states in cultured
macrophage J774A.1 and neuroactive PC-12 cells, and protection by a novel
grape seed proanthocyanidin extract. Phytotherapy Res. 12, 568-571 [1998].

226.Bagchi, D., Krohn, R.L., Balmoori, J., Bagchi, M., Garg, A. and Stohs, S.J.
Comparative in vitro and in vivo free radical scavenging abilities of a novel
grape seed proanthocyanidin extract and selected antioxidants. Natural
Antioxidants and Anticarcinogens in Nutrition, Health and Disease (Ed. J.T.
Kumpulaine and J.T. Salonen), pp 178-187, Royal Soc. Chem., Cambridge,
UK, 1999.

227.Krohn, R.L., Ye, X,, Liu, W., Joshi, S.S., Bagchi, M., Preuss, H.G., Stohs, S.J.
and Bagchi, D. Differential effects of a novel grape seed proanthocyanidin
extract on cultured human normal and malignant cells in Nutrition, Health and
Disease (Ed. J.T. Kumpulaine and J.T. Salonen), pp 443-450, Royal Soc.
Chem., Cambridge, UK, 1999.

228.Bagchi, M., Balmoori, J., Bagchi, D., Ray, S.D., Kuszynski, C. and Stohs, S.J.
Smokeless tobacco, oxidative stress, apoptosis and antioxidants in human
oral keratinocytes. Free Rad. Biol. Med. 26, 992-1000 (1999).

229.Bagchi, D., Joshi, S.S., Bagchi, M., Belmoori, J., Benner, E.J., Kuszynski,
C.A., and Stohs, S.J. Cadmium and chromium induced oxidative stress, DNA
damage and apoptotic cell death in cultured human chronic myelogenous
leukemic K562 cells, promyelocytic leukemic HL-60 cells and normal human
peripheral blood mononuclear cells. J.Biochem. Mol. Toxicol. 14, 33-41
(1999).

230.Ye, X., Krohn, R.L., Liu, W., Joshi, S.S., Kuszynski, C.A., McGinn, T.R,,
Bagchi, M., Preuss, H.G., Stohs, S.J., and Bagchi, D. The cytotoxic effects of
a novel IH636 grapeseed proanthocyanidin extract on cultured human cancer
cells. Mol. Cell. Biochem. 196, 99-108 (1999).

231.Bagchi, M., Milnes, M., Williams, C., Balmoori, J., Ye, X., Stohs, S.J., and
Bagchi, D. Acute and Chronic stress-induced oxidative gastrointestinal injury
in rats, and the protective ability of a novel grapeseed proanthocyanidin
extract. Nutr. Res. 19, 1189-1199 (1999).
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232.Hassoun, E.A., Li, F., Abushaban, A. and Stohs, S.J. The relative abilities of
TCDD and its congeners to induce oxidative stress in hepatic and brain
tissues of rats after subchronic exposure. Toxicology 145, 103-113 (2000).

233.Bagchi, D., McGinn, T. R., Ye, X., Balmoori, J., Bagchi, M., Stohs, S.J.,
Kuszynski, C.A., Carryl, O.R. and Mitra, S. Mechanism of gastroprotection by
bismuth subsalicylate against chemically-induced oxidative stress in cultured
human gastric mucosal cells. Dig. Dis. Sci. 44, 2419-2428 (1999).

234.Bagchi, D., Balmoori, J., Bagchi, M., Ye, X., Williams, C.B., and Stohs, S.J.
Role of p53 tumor suppressor gene in the toxicity of TCDD, endrin,
naphthalene and chromium (VI) in liver and brain tissues of mice. Free Rad.
Biol. Med. 28, 895-903 (2000).

235.Bagchi, D., Bagchi, M., Stohs, SJ, Das, DK, Ray, SD, Kuszynski, CA, Joshi,
SS, Pruess, HG. Free radicals and grape seed proanthocyanidin extract:
importance in human health and disease prevention. Toxicology 148, 187-
197 (2000).

236.Hassoun, E.A., Lin, F., Abushaban, A. and Stohs, S.J. Production of
superoxide anion, lipid peroxidation and DNA damage in the hepatic and
brain tissues of rats after subchronic exposure to mixtures of TCDD and its
congeners. J. Appl. Toxicol. 21, 211-219 (2001).

237.Bagchi, M., Kuszynski, C.A., Balmoori, J., Joshi, S.S., Stohs, S.J., and
Bagchi, D. Protective effects of antioxidants against smokeless tobacco-
induced oxidative stress and modulation of Bcl-2 and p53 genes in human
oral keratinocytes. Free Rad. Res. 35, 181-194 (2001).

238.Bagchi, D., Ray, S.D., Bagchi, M., Preuss, H.G. and Stohs, S.J. Mechanistic
pathways of antioxidant cytoprotection by a novel IH 636 grape seed
proanthocyanidin extract. Ind. J. Expt'l. Biol. 40, 717-726 (2002).

239.Hassan, M.Q., Hadi, R.A., Al-Rawi, Z.S., Padron, V.A. and Stohs, S.J. The
glutathione defense system in the pathogenesis of rheumatoid arthritis. J.
Appl. Toxicol. 21, 69-73 (2001).

240.Bagchi, M., Balmoori, J., Ye X., Bagchi, D., Ray, S.D. and Stohs, S.J.
Protective effect of melatonin on naphthalene-induced oxidative stress and
DNA damage in cultured macrophage J774A.1 cells. Mol. Cell. Biochem.
221, 49-55 (2001).

241.Bagchi, D., Bagchi, M., and Stohs, S. J. Chromium (VI)-induced oxidative
stress, apoptotic cell death and modulation of p53 tumor supressor gene.
Mol. Cell. Biochem. 222, 149-158 (2001).
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242 .Bagchi, D., Bagchi, M., Bachi, M., Stohs, S. J., Ray, S. D., Sen, C. K., and
Preuss, H. G. Cellular protection with proanthocyanidins derived from grape
seeds. Ann. New York Acad. Sci. 957, 260-270 (2002).

243.Hassoun, E.A., Wang, H., Abushaban, A. and Stohs, S. J. Induction of
oxidative stress in the tissues of rats after chronic exposure to TCDD,
2,3,4,7,8 - pentachlorodibenzofuran and 3,3’, 4,4°,5 - pentachlorobiphenyl. J.
Toxicol. Environ. Hith. 65, 825-842 (2002).

244 Ray, S., Bagchi, D., Lim, P. M., Bagchi, M., Gross, S. M., Thari, S.C., Preuss,
H. G., and Stohs, S. J. Acute and long-term safety evaluation of a novel IH

636 grape seed proanthocyanidin extract. Res. Commun. Mol. Path.
Pharmacol. 109, 165-197 (2001).

245.Bagchi, D., McGinn, T. R., Ye, X., Bagchi, M., Krohn, R. L., Chatterjee, A. and
Stohs, S. J. Helicobacter pylori-induced oxidative stress and DNA damage in

a primary culture of human gastric mucosal cells. Dig. Dis. Sci. 47, 1405-
1412 (2002).

246.Bagchi, D., Balmoori, J., Bagchi, M., Ye, X., Williams, C.B., and Stohs, S.J.
Comparative effects of TCDD, endrin, naphthalene and chromium (VI) on
oxidative stress and tissue damage in the liver and brain tissues of mice.
Toxicology 175, 73-82 (2002).

247.0hia, S.B., Opere, C.A., LeDay, A.M., Bagchi, M., Bagchi, D. and Stohs, S.J.
Safety and mechanism of appetite suppression by a novel hydroxycitric acid
extract (HCA-SX). Mol. Cell. Biochem. 238, 89-103 (2002).

248.Chatterjee, A., Yasmin, T., Bagchi, D., and Stohs, S.J. The bactericidal
effects of Lactobacillus acidophilus, garcinol and Protykin compared to
clarithromycin on Helicobacter pylori. Mol. Cell. Biochem. 243, 29-35 (2003).

249.Bagchi, M., Balmoori, J., Bagchi, D., Stohs, S.J., Chakraborty, J. and Das,
D.K. Role of reactive oxygen species in the development of cytotoxicity with

various forms of chewing tobacco and pan masala. Toxicology 179, 247-255
(2002).

250. Stohs, S.J., Ohia, S. and Bagchi, D. Naphathalene toxicity and antioxidant
nutrients. Toxicology 180, 97-105 (2002).

251.Bagchi, D., Stohs, S.J., Downs, B. W., Bagchi, M. and Preuss, H.G.
Cytotoxicity and oxidative mechanisms of different forms of chromium.
Toxicology 180, 5-22 (2002).

252.Shara, M., Ohia, S.E., Yasim, T., Zardetto-Smith, A., Kincaid, A., Bagchi, M.,
Chatterjee, A., Bagchi, D. and Stohs, S.J. Physico-chemical properties of a
novel (-)-hydroxy-citric acid extract and its effect on body weight, hepatic lipid
peroxidation and DNA fragmentation, hematology and clinical chemistry, and
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histopathological changes over a period of 90 days. Mol. Cell. Biochem. 260,
171 — 186 (2004).

253.Amit, A., Sexena, V.S., Pratibha, N., Bagchi, M., Bagchi, D., and Stohs, S.J.
Mast cell stabilization, lipoxygenase inhibition, hyaluronidase inhibition,
antihistaminic and antispasmodic activities of Aller-7, a novel botanical
formulation for allergic rhinitis. Drugs Exptl. Clin. Res. XXIX, 107 — 115
(2003).

254.A. Amit, V. S. Saxena, N. Pratibha, M. Bagchi, D. Bagchi, and S. J. Stohs.
Safety of a Novel Botanical Extract Formula for Ameliorating Allergic Rhinitis.
Toxicol. Mech. Meth. 13, 1 - 9 (2003).

255.D’Souza, P., Amit, A., Saxena, V. S., Bagchi, D., Bagchi, M., and Stohs, S. J.
Antioxidant properties of Aller-7, a novel polyherbal formulation for allergic
rhinitis. Drugs Exptl. Clin. Res. XXX, 99 - 109, (2004).

256.Soni, M.G., Burdock, G.A., Preuss, H.G., Stohs, S.J., Ohia, S.E., and Bagchi,
D. Safety assessment of (-)-hydroxycitric acid and Super CitriMax, a novel
calcium/potassium salt. Food Chem. Toxicol. 42, 1513 — 1529 (2004).

257.Ray, S.D., Lam, T.S., Rotollo, J.A., Phadke, S., Patel, C., Dontabhaktuni, A.,
Mohammad, S., Lee, H., Strika, S., Dobrogouska, A., Bruculeri, C., Cho, A.,
Patel, S., Patel, R., Manolas, T., and Stohs, S. Oxidative stress is the master
operator of drug and chemically-induced program and unprogrammed cell
death: Implications of natural antioxidants in vivo. BioFactors 21, 223 — 232,
(2004).

258.Chatterjee, A., Yasmin, T., Bagchi, D. and Stohs, S.J. Inhibition of
Helicobacter pylori in vitro by various berry extracts with enhanced
suspectibility to clarithromycin. Mol. Cell. Biochem., 265, 19 - 26 (2004).

259.Ray, S., Phadke, S., Patel, C., Hackman, R.M. and Stohs, S. Short-term and
long-term in vivo exposure to an ephedra- and caffeine-containing metabolic

nutrition system does not induce cardiotoxicity in B6 C3 F1 mice. Arch.
Toxicol. 79, 330 — 340 (2005).

260.Hackman, R.M., Havel, P.J., Schwartz, H.J., Rutledge, J.C., Watnik, M.R.,
Noceti, E.M., Stohs, S.J., Stern, J.S., and Keen, C.L. Multinutrient supplement
containing ephedra and caffeine causes weight loss and improves metabolic
risk factors in obese women. A randomized control trial. Int. J. Obesity. 30,
1545-1556 (2006).

261.Chatterjee, A., Bagchi, D., Yasmin, T. and Stohs, S.J. Antimicrobial effects of
antioxidants with and without clarithromycin on Helicobacter pylori. Mol. Cell.
Biochem., 270, 125-130 (2005).
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262.Ray, S.D., Patel, N., Shah, N., Nagori, A., Naqvi, A. and Stohs, S.J. Pre-
exposure to a novel nutritional mixture containing a series of phytochemicals
prevents acetaminophen-induced programmed and unprogramed cell deaths
by enhancing BCL-XL expression and minimizing oxidative stress in the liver.
Mol. Cell. Biochem. 293, 119 — 136 (2006).

263.Ray, S.D., Rathod, J., Ismail, S., Zinkovsky, D., Bulku, E., Gigllioti, J.,
Hackman, R. and Stohs, S.J. Long-term exposure effect of a unique
metabolic nutrition system containing a diverse group of phytochemicals on
serum chemistry and genomic and non-genomic changes in the liver of
female B6 C3 F1 mice. Phytotherapy Res. 22, 458-471(2008).

264.Preuss, H.G., Echard, B., Perricone, N.V., Bagchi, D., Yasmin, T., and Stohs,
S. J. Comparing metabolic effects of six different commercial trivalent
chromium compounds. J. Inorg. Biochem.102, 1986-1990, 2008).

265.Bulku, E., Zinkovksy, D., Patel, C., Bhatt, S., Sengupta, A., Lahoti, T., Parekh,
J., Shah, K., Stohs, S. J., and Ray, S. D. A novel dietary supplement
containing multiple phytochemicals and vitamins elevates hepatorenal and
cardiac antioxidant enzymes in the absence of significant serum chemistry
and genomic changes. Oxid. Med. Cell. Longev. 3, 129-144(2010).

266.Snell P.G., Ward R., Kandaswami C., Stohs S.J. Compartative effects of
selected non-caffeinated rehydration sports dirnks on short-term performance
following moderate dehydration. J. Int. soc. Sports Nutr. 7, 28. Doi:
10.1186/1550-2783-7-28 (2010).

267. Seifert, J. G., Nelson, A., Devonish, J., Burke, E. R., Stohs, S. J. The effects
of acute administration of an herbal preparation in humans. Int. J. Med. Sci. 8,
192-197 (2011).

268. Stohs S.J., Preuss H.G., Keith S.C., Keith P.L., Miller H., Kaats G.R. 2011.
Effects of p-synephrine alone and in combination with selected bioflavonoids
on resting metabolism, blood pressure, heart rate and self-reported mood
changes. Int J Med Sci. 8, 295-301 (2011).

269.Bulku E., Stohs S. J., Cicero L., Brooks T., Halley H., Zinkovsky D., Ray S. D.
Curcumin exposure modulates multiple pro-apoptotic and anti-apoptotic
signaling pathways to antagonize acetaminophen induced toxicity. Curr.
Neurovasc Res 9, 58-71 (2012).

270.Kaats G.R., Miller H., Preuss H.G., Stohs S.J. A 60 day double-blind,
placebo-controlled safety study involving Citrus aurantium (bitter orange)
extract. Food Chem Tox. 55, 358-362 (2013).

271.Stohs S. J., Miller, H., Romano F. Absence of furanocoumarins in Advantra
Z® (Citrus aurantium, bitter orange) extracts. J. dietary Suppl. 11, 288-293
(2014).
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272.Ratamess N.A., Bush J.A., Kraemer W.J., Stohs S.J., Nocera W.G., Leise
M.D., Diamond K.B., Faigenbaum A.D. The effects of supplementation with p-
synephrine alone and in combination with caffeine on resistance exercise
performance. J. Int. Soc. Sports Nutr. 12:35 2015 Doi: 10.1186/s12970-015-
0096-5

273.Stohs S. J., Kaats G.R., Preuss H.G. Safety and efficacy of banaba-Moringa
oleifera-green coffee bean extracts and vitamin D3 in a sustained release
weight management supplement. Phytother. Res. 2016 (in Press).

274.Ratamess N.A., Bush J.A., Kang J., Kraemer W.J., Stohs S.J., Vincenzo G,,
Nocera W.G., Leise M.D., Diamond K.B., Campbell S.C., Miler H.,
Faigenbaum A.D. The effects of supplementation with p-synephrine alone
and in combination with caffeine on metabolic, lipolytic, and cardiovascular
responses during resistance exercise. J. Amer. Coll. Nutr. 35; (2016) in
press.

275.Kaats, G.R., Preuss, H.G., Stohs, S.J., Perricone, N. A 7-year longitudinal
trial of the safety and efficacy of a vitamin/mineral enhanced plant-sourced
calcium supplement. J. Amer. Coll. Nutr. 35; 91-99, (2016).

276.Shara, M., Stohs, S.J., Cardiovascular safety of oral p-synephrine (bitter
orange) in healthy subjects: a clinical study. Phytother. Res. 2016 (in Press).

277.Shara, M., Stohs, S. J. Absence of adverse effects of bitter orange (p-
synephrine) extract following oral administration for 14 days to healthy human
subjects: A clinical trial. Food Chem. Tox. Submitted (2016).

RESEARCH COMMUNICATIONS:

1. Talcott, R.E. and Stohs, S.J. Interactions of Digitoxigenin and Digoxigenin
with Cytochrome P-450. Res. Commun. Chem. Path. Pharmacol. 4, 723-731
(1972).

2. Talcott, R.E. and Stohs, S.J. Interactions of Digitoxigenin and Digoxigenin
with Cytochrome P-450. Res. Commun. Chem. Path. Pharmacol. 5, 663-672
(1973).

3. Reinke, L.A., O'Connor, M.F., Piepho, R.W. and Stohs, S.J. A Comparison of
the Inductive Effects of Phenobarbital, Methaqualone and Methyprylon on
Hepatic Mixed Function Oxidase Enzymes in the Rat. Res. Commun. Chem.
Path. Pharmacol. 11, 45-53 (1975).

4. Bulger, W.H. and Stohs, S.J. Stability of Mixed Function Oxidases in Frozen
Rabbit Liver. Res. Commun. Chem. Path. Pharmacol. 11, 467-474 (1975).
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10.

11.

12.

13.

14.

15.

Reinke, L.A., Rosenberg, H. and Stohs, S.J. Instability of Mixed Function
Monooxygenases in Frozen Rat Liver. Res. Commun. Chem. Path.
Pharmacol. 14, 295-303 (1976).

Reinke, L.A., Rosenberg, H. and Stohs, S.J. Induction of Rat Hepatic Mixed
Function Monooxygenases by Levamisole. Res. Commun. Chem. Path.
Pharmacol. 15, 397-400 (1976).

Reinke, L.A., Rosenberg, H. and Stohs, S.J. Altered Metabolism of
Androstenedione by Hepatic Microsomes from Streptozotocin-Diabetic Male
Rats. Res. Commun. Chem. Path. Pharmacol. 19, 445-452 (1978).

Salhany, J.M., Stohs, S.J., Reinke, L.A., Pieper, G.M. and Hassing, J.M. 3P
Nuclear Magnetic Resonance of Metabolic Changes Associated with Cyanide
Intoxication in the Perfused Rat Liver. Biochem. Biophys. Res. Commun. 86,
1077-1083 (1979).

Hassing, J.M., Rosenberg, H. and Stohs, S.J. Acetaminophen-induced
Glutathione Depletion in Diabetic Rats. Res. Commun. Chem. Path.
Pharmacol. 25, 3-12 (1979).

Hassing, J.M., Hupka, A.L., Stohs, S.J. and Yoon, P.C. Hepatic Glutathione
Levels in D-Penicillamine-Fed Ethanol-Dependent Rats. Res. Commun.
Chem. Path. Pharmacol. 25, 389-394 (1979).

Rosenberg, H., Modrak, J.B., Hassing, J.M., Al-Turk, W.A. and Stohs, S.J.
Glycosylated Collagen. Biochem. Biophys. Res. Commun. 91, 498-501
(1979).

Swanson, M.S., Angle, C.R., Stohs, S.J. and Rovang, K.S. Erthrocyte
Nucleotides from Control and Lead-Treated Rabbits. Res. Commun. Chem.
Path. Pharmacol. 27, 353-361 (1980).

Al-Turk, W.A., Stohs, S.J. and Heinicke, R.J. Altered Hepatic Microsomal
Metabolism of Androstenedione as a Function of Age in Mice. Res.
Commun. Chem. Path. Pharmacol. 31, 259-266 (1981).

Stohs, S.J. and Wu, L.J. Effects of Prostaglandins E1, E2, E2 and Arachidonic
Acid on Aryl Hydrocarbon Hydroxylase Activity of Intestinal and Hepatic
Microsomes from Male Rats. Res. Commun. Chem. Path. Pharmacol. 34,
461-471 (1981).

Al-Turk, W.A. and Stohs, S.J. Kinetics of Tamoxifen Inhibition of Aryl
Hydrocarbon Hydroxylase Activity in Intestinal and Hepatic Microsomes from
Male Rats. Res. Commun. Chem. Path. Pharmacol. 39, 69-76 (1983)
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16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Stohs, S.J., Hassan, M.Q. and Murray, W.J. Lipid Peroxidation as a Possible
Cause of TCDD Toxicity. Biochem. Biophys. Res. Comm. 111, 854-859
(1983).

Stohs, S.J. and Ezzedeen, F.W. Percutaneous Absorption of
lodochlorhydroxyquin in Humans and Dogs. Pediatrics 73, 880 (1984).
El-Rashidy, F.H., Al-Turk, W.A. and Stohs, S.J. Glutathione, Glutathione

Reductase and Glutathione S-transferase Activities in Erythrocytes and
Lymphocytes in Chronic Renal Disease. Res. Commun. Chem. Path.
Pharmacol. 44, 423-430 (1984).

Raha, C., Williamson, D., Hart-Anstey, M., Maiefski, Stohs, S.J. and Bresnick,
E. Ring Oxidation of 6-Nitrobenzo(a)pyrene by Female Mouse Liver. Res.
Commun. Chem. Path. Pharmacol. 58, 63-74 (1987).

Al-Bayati, Z.A.F., Murray, W.J., Pankaskie, M.C. and Stohs, S.J. 2,3,7,8-
Tetrachlorodibenzo-p-dioxin (TCDD) Induced Perturbation of Calcium
Distribution in Rats. Res. Commun. Chem. Path. Pharmacol. 60, 47-56
(1988).

Hermansky, S.J., Casey, P.J. and Stohs, S.J. Cyclosporin A - A
Chemoprotectant Against Microcystin-LR Toxicity. Toxicol. Lett. 54, 279-285
(1990).

Stohs, S.J., Shara, M.A., Alsharif, N.Z., Wahba, Z.Z. and Al-Bayati, Z.A.F.
Oxidative Stress in the Toxicity of 2,3,7,8-Tetrachlorodibenzo-p-dioxin
(TCDD). Organohalogen Compounds 1, 211-214 (1990).

Hermansky, S.J. and Stohs, S.J. Effect of Microcystin-LR (MCLR) on Hepatic
Microsomal Membrane Fluidity. Res. Commun. Chem. Path. Pharmacol. 72,
213-222 (1991).

Bagchi, M. and Stohs, S.J. In vitro induction of reactive oxygen species by
2,3,7,8-tetrachlorodibenzo-p-dioxin  and  other  halogenated  cyclic
hydrocarbons in rat peritoneal macrophages and hepatic mitochondria and
microsomes. Chemosphere 25, 905-909 (1992).

Alsharif, N.Z. and Stohs, S.J. The activation of rat peritoneal macrophages
by 2,3,7,8-tetrachlorodibenzo-p-dioxin. Chemosphere 25, 899-904 (1992).

Akubue, P.I. and Stohs, S.J. Endrin-induced production of nitric oxide by rat
peritoneal macrophages. Toxicol. Lett. 62, 311-316 (1992).

Ohia, S.E., Bagchi, M. and Stohs, S.J. Age-related oxidative damage in
Long-Evans rat retina. Res. Commun. Chem. Path. Pharmacol. 85, 21-31
(1994).
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28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Hassoun, E.A., Bagchi, D. and Stohs, S.J. Evidence of TCDD-induced tissue
damage in fetal and placental tissues and changes in amniotic fluid lipid
metabolites of pregnant CF1 mice. Toxicol. Lett. 76, 245-250 (1995).

Muldoon, D.F., Hassoun, E.A. and Stohs, S.J. Role of iron in ricin-induced
lipid peroxidation and superoxide anion production. Res. Commun. Mol.
Path. Pharmacol. 92, 107-118 (1996).

Cordis, G.A., Bagchi, D., Riedel, W., Stohs, S.J. and Das, D.K. Implication of
DNA damage during reperfusion of ischemic myocardium. In: Myocardial
Preservation, Preconditioning and Adaptation (D.K. Das, R.M. Engelman and
K.M. Cherian, Eds.), Ann. N.Y. Acad. Sci. 793, 427-430 (1996).

Bagchi, M., Bagchi, D., Patterson, E.B., Tang, L. and Stohs, S.J. Age-related
changes in lipid peroxidation and antioxidant defense in Fisher 344 rats. In:
Myocardial Preservation, Preconditioning and Adaptation (D.K. Das, R.M.
Engelman and K.M. Cherian, Eds.), Ann. N.Y. Acad. Sci. 793, 449-452
(1996).

Hassoun, E.A., Bagchi, D. and Stohs, S.J. TCDD, endrin and lindane
induced increases in lipid metabolites in maternal sera and amniotic fluids of
pregnant C57BL/6J and DBA/2J mice. Res. Commun. Mol. Path. Pharmacol.
94, 157-169. (1996).

Bagchi, D., Bagchi, M., Tang, L. and Stohs, S.J. Comparative in vitro and in
vivo protein kinase C activation by selected pesticides and transition metal
salts. Toxicol. Lett. 91, 31-37 (1997).

Bagchi, D., Garg, A., Krohn, R.L., Bagchi, M., Tran, M.X. and Stohs, S.J.
Oxygen free radical scavenging abilities of vitamins C and E, and a grape

seed proanthocyanidin extract in vitro. Res. Commun. Mol. Path. Pharmacol.
95, 179-189 (1997).

Bagchi, D., Bagchi, M., Balmoori, J., Yee, X., and Stohs, S.J. Comparative
induction of oxidative stress in cultured J774A.1 macrophage cells by
chromium picolinate and chromium nicotinate. Res. Commun. Mol. Path.
Pharmacol. 97, 335-346 (1997).

Hassan, M.Q., Hadi, R.A., Al-Rawi, Z.S., and Stohs, S.J. Protective effects of
antioxidants against rheumatoid arthritis-induced lipid peroxidation and
glutathione depletion. Res. Commun. Pharmacol. Toxicol. 3, 105-113 (1998).

Sancar, M., lzzettin, F.V., Gumus, A., Ugar, M.S., Uras, A.R., Cevikbas, U.,
and Stohs, S.J. Effects of Ketorolac on renal and hematological parameters.
Res. Commun. Pharmacol. Toxicol. 3, 114-122 (1998).

Saini, T., Bagchi, M., Bagchi, D., Jaeger, S., Hosoyama, S. and Stohs, S.J.
Protective ability of acetylsalicylic acid (aspirin) to scavenge radiation induced
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39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

free radicals in J774A.1 macrophage cells. Res. Commun. Mol. Path.
Pharmacol. 101, 259-268 (1998).

Bagchi, D., Bagchi, M., Balmoori, J., Vuchetich, P.J. and Stohs, S.J.
Induction of oxidative stress and DNA damage by chronic administration of
naphthalene to rats. Res. Commun. Pharmacol. Toxicol. 101, 249-257
(1998).

Bagchi, D., Stohs, S.J., Downs, B.W., Bagchi, M. and Preuss, H. Cytotoxicity
and oxidative mechanisms of different forms of chromium. Reply to Editor.
Toxicology 186, 175-177 (2003).

Ahmed, E.Y., lzzettin, F.V., Ayca, B., Sancar, M., and Stohs, S.J.,
Nephrotoxicity of piroxicam in rats. Res. Commun. Pharmacol. Toxicol. 8, 27
— 33 (2003).

Yasmin, T., Sen, C.K., Hazra, S., Bagchi, M., Bagchi, D. and Stohs, S.J.
Antioxidant capacity and safety of various anthrocyanin berry extract

formulations. Res. Commun. Pharmacol. Toxicol. — Emerging Drugs I, 25 -
35, (2003).

Hackman, R.M., Havel, P.J., Schwartz, H.J., Rutledge, J.C., Stohs, S.J.,
Stern, J.S. and Keen, C.L. Letter to Editor, Response to Dr. Inchiosa. Int. J.
Obesity doi: 10. 1038/sj. ijo. 0803627 (2007).

Stohs, S. J. The many benefits of vitamin D. Amer. Coll Nutr. E-Newsletter
June, 4-5(2009).

Stohs, S. J., Preuss, H. G., Ohia, S. E., Kaats, G. R., Keen, C. L., Williams, L.
D., and Burdock, G. A. No evidence demonstrating hepatotoxicity associated
with hydroxycitric acid. World J. Gastroenterol. 15, 4087-4089 (2009).

Stohs, S. J. No evidence that p-synephrine is responsible for ventricular
fibrillation in a multi-alkaloid containing dietary supplement. Military Med.
175(6), ii (2010).

Stohs, S. J. Lack of evidence that p-synephrine is responsible for STEMI in a
multi-alkaloid containing dietary supplement. Texas Heart Inst. J. 37, 383-
384 (2010).

Stohs S. J. Letter to the Editor. Synephrine: From trace concentrations to
massive consumption in weight-loss. Food Chem. Toxicol. 49, 1472-1473
(2011). Doi:10.1016/j.fct.2011.03.035.

Stohs, S. J. Letter to Editor. Clarification on counseling for psychiatric drugs.
Pharmacy Today, July, 12 (2011).
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50.

51.

52.

53.

54.

55.

56.

57.

58.

Stohs, S. J., Shara, M., Preuss, H. G. Issues associated with the case study
entitled “Hypertensive urgency associated with Xenadrine use”. J. Pharm.
Practice 24, 577-579 (2011).

Stohs, S. J., Preuss, H. G., Bagchi, D. Bitter orange, ephedra and
hydroxycitric acid. Issues with the article entitled: dietary supplements for
improving body composition and reducing body weight: where is the
evidence?” Int J. Sports Nutr. Exercise Metab. 22, 407-411 (2012).

Stohs, S. J. Letter to the Editor. Some questionable conculsions in the article
“Dietary supplements and hypertension: potential benefits and precautions”.
J. Clin Hypertension, doi: 1111/jch.12006. (2012).

Stohs, S. J., Preuss, H.G., Shara, M. Issues regarding a FACT review paper
on the efficacy of herbal supplements containing Citrus aurantium and
synephrine alkaloids for the management of overfweight and obesity. Focus
Alt. Comp. Ther. 18, 45-47 (2013).

Stohs, S. J. Letter to the Editor. Questionable conclusions in the article
“Cardiovascular toxicity of Citrus aurantiun exercised rats”. Cardiovasc. Tox.
Doi: 10.1007/s12012-0139210-6 (2013).

Stohs, S. J. Problems with Citrus aurantium Information in “A review on
Botanical Species and Chemical Compounds with appetite Suppressing
Properties for Body Weight Control”. Plant Foods Human Nutr. DOI:
10.1007/s11130-013-0376-7 (2013).

Stohs, S.J., Miller, M.J.S. A case study involving allergic reactions to sulfur-
containing compounds including sulfite, taurine, acesulfame potassium and
sulfonamides. Food Chem. Tox. 63, 240-243, 2014.

Stohs, S. J., Goldberg K. What you should know about omega-3 fatty acids
and prostate cancer. J. Diet. Suppl. Doi: 10.3109/19390211.2014.902003.
2014.

Stohs, S.J. Unsubstantiated conclusions in the article “Synephrine-containing
dietary supplement precipitating apical ballooning syndrome in a young
woman”. Korean J. Int. Med. 29, 388-389, 2014.

EDUCATIONAL PUBLICATIONS AND REVIEW ARTICLES:

1.

Stohs, S.J. Marijuana - A Review and Overview. Nebraska Mortar and
Pestle, April 7, 7-12 (1970).

Masoud, A.N. and Stohs, S.J. Street Drugs: Simple Methods for Chemical
Identification. Nebraska Mortar and Pestle, December, 8-10 (1971).
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10.

11.

12.

13.

14.

15.

16.

Stohs, S.J. and Masoud, A.N. The Actual Content of Street Drugs. Nebraska
Mortar and Pestle, February, 6-11 (1972).

Masoud, A.N. and Stohs, S.J. The Pharmacological Recognition of Abused
Drugs. Paediatrician 1, 14-20 (1972).

Stohs, S.J. Graduate Studies in the College of Pharmacy, University of
Nebraska Medical Center. Nebraska Mortar and Pestle, April, 11-12 (1975).

Stohs, S.J. A Review and Evaluation of Cephalosporin Antibiotics. Nebraska
Mortar and Pestle, July, 8-12 (1975).

Stohs, S.J. and Rosenberg, H. Steroids and Steroid Metabolism in Plant
Tissue Cultures. Lloydia 38, 181-194 (1975).

Stohs, S.J. and Rosenberg, H. A Required Course in Clinical Chemistry and
Biochemistry. Amer. J. Pharm. Ed. 40, 155-157 (1976).

Stohs, S.J. Metabolism of Steroids in Plant Tissue Cultures. Plant Tissue
Culture and Its Biotechnological Application, in Proceedings in Life Sciences,
Ed. E. Reinhard. Springer-Verlag, 1977, pp. 143-150.

Masoud, A.N., Hurlberg, B.J. and Stohs, S.J. Incorporation of Basic and
Advanced Life Support in the Pharmacy Curriculum. Amer. J. Pharm. Ed. 42,
47-49 (1978).

Rosenberg, H., Murray, W.J. and Stohs, S.J. Clinical Significance of the
Formation and Hydrolysis of Glucose-6 Phosphate: An Application of
Biochemistry to Pharmacy Practice. Nebraska Mortar and Pestle, February
5-7 (1978)

Stohs, S.J. Drugs and Sexual Function. Nebraska Mortar and Pestle, March,
10-12 (1978).

Stohs, S.J. and Roche, E.B. Clinical Significance of Drug Metabolism and
Changes in Drug Metabolism. Nebraska Mortar and Pestle, May 5-7 (1978).

Stohs, S.J. Drugs and Human Sexual Behavior. U.S. Pharmacist, Nov/Dec
51-68 (1978).

Stohs, S.J. Laetrile: A Current Evaluation and Review. Nebraska Mortar
and Pestle, Feb., 14-16 (1979).

Stohs, S.J. Pangamic Acid ("Vitamin B15 "): Is it Really a Vitamin? Nebraska
Mortar and Pestle, March 24-26 (1979).
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17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Stohs, S.J. Vitamin C (Ascorbic Acid): Current Research and Controversy.
Nebraska Mortar and Pestle, April, 5-7 (1979).

Stohs, S.J. Metabolism of Steroids in Plant Tissue Cultures. Adv. Biochem.
Engin. 16, 85-107 (1980).

Stohs, S.J. Impact of Clinical Pharmacy on Biological Sciences Instruction. I.
Changes in Course Offerings and Student Qualifications at the University of
Nebraska, 1969-1979. Amer. J. Pharm. Ed. 44, 241-245 (1980).

Nwangwu, P.U., Hamilton, C.A. and Stohs, S.J. Use of Antiarrhythmics in
Mitral Valve Prolapse: Rationale and Mechanisms of Action. Current Therap.
Res. 29, 126-134 (1981).

Ezzedeen, F.W., Stohs, S.J., Gourley, D.R. and Stublar, M. An Introductory
Course to Facilitate the Implementation of a Clinical Pharmacy Program in
Irag. J. Clin. Hosp. Pharm. 11, 349-355 (1986).

Stohs, S.J., Former Dean Dr. R. Desmond Gibson, University of Nebraska
College of Pharmacy. Nebraska Mortar and Pestle, June 12-13 (1986).

Stohs, S.J. Vitamins, Nutritional Needs, Truth in Advertising and
Pharmacists. Nebraska Mortar and Pestle, June 14-15 (1986).

Stohs, S.J. and Scott, D.M. Use of Anabolic Steroids by Athletes. Nebraska
Mortar and Pestle, January 21-23 (1989).

Scott, D.M. and Stohs, S.J. Naturopathic Medicine: A Pharmacist's
Perspective. Nebraska Mortar and Pestle, September 16-17 (1989).

Stohs, S.E. and Stohs, S.J. Protein Requirements and the Need for Protein
Supplements by Athletes. Nebraska Mortar and Pestle, December 10-11
(1989).

Stohs, S.J. Oxidative Stress Induced by 2,3,7,8-Tetrachlorodibenzo-p-dioxin
(TCDD). Free Rad. Biol. Med. 9, 79-90 (1990).

Stohs, S.J. and Muhi-Eldeen, Z. The Transition to More Clinically Oriented
Pharmacy Education and the Clinical Practice of Pharmacy. J. Clin. Pharm.
Therap. 15, 435-454 (1990).

Stohs, S.J. Chemicals and Drugs Used in Warfare. Nebraska Mortar and
Pestle, April 10-11 (1991).

Stohs, S.J. and Akubue, P.l. Trends in pharmacy education and practice:
Part . J. West African Pharm. 6, 8-16 (1992).
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31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Stohs, S.J. and Akubue, P.I. Trends in pharmacy education and practice:
Part Il. J. West African Pharm. 7, 1-8 (1993).

Runyon, C.P. and Stohs, S.J. The clinical doctorate in occupational therapy.
OT Week, April 28, pp. 8-9 (1994).

Runyon, C.P., Aitken, M.J. and Stohs, S.J. The need for a clinical doctorate
in occupational therapy (OTD). J. All. Hith. Spring, 57-63 (1994).

Stohs, S.J. Synthetic prooxidants: Drugs, pesticides and other
environmental pollutants. In: Oxidative Stress and Antioxidant Defenses in
Biology. S. Ahmad, Ed. Chapman & Hall, New York, NY, pp. 117-180
(1995).

Stohs, S.J. Curricula for the present and future practice of pharmacy. J.
Pharm. Univ. Marmara 11, 1-28 (1995).

Stohs, S.J. and Bagchi, D. Oxidative mechanisms in the toxicity of metal
ions. Free Rad. Biol. Med. 18, 321-336 (1995).

Stohs, S.J. The role of free radicals in toxicity and disease. J. Basic Clin.
Physiol. Pharmacol. 6, 205-228 (1995).

Bagchi, D., Stohs, S.J., Bagchi, M. and Scheckenbach, R.P. Zinc: An
essential micronutrient and chemoprotectant. Nutritional Perspectives 19,
13-17 (1996).

Stohs, S.J., Bagchi, D., Bagchi, M. and Hassoun, E.A. Generation of reactive
oxygen species, DNA damage and lipid peroxidation in liver by structurally
dissimilar pesticides. Liver and Environmental Xenobiotics (S.V. Rana and K.
Taketa, Eds.), pp. 102-113. Narosa Publishing House, New Delhi, India.
(1997).

Bagchi, D., Wetscher, G.J., Bagchi, M., Hinder, P.R., Perdikis, G., Stohs,
S.J., Hinder, R.A. and Das, D.K. Interrelationship between cellular calcium

homeostasis and free radical generation in myocardial reperfusion injury.
Chem. Biol. Interact. 104, 65-85 (1997).

Stohs, S.J., Bagchi, D. and Bagchi, M. Toxicity of trace elements in tobacco
smoke. Inhalation Toxicol. 9, 867-890 (1997).

Royeen, C.B. and Stohs, S.J. Should the Clinical Doctorate Degree be the
Standard of Entry Into the Practice of Occupational Therapy? Innov. Occup.
Ther. Ed., PP. 171-177 (1999).

Hamilton, W.R. and Stohs, S.J. Hepatic Effects of Herbal Remedies. Herbal
Medicines, a Clinician's Guide (L.G. Miller and W.J. Murray, Eds.) pp. 37-63
Haworth Press, New York, NY (1998).
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44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

95.

56.

Stohs, S.J. Pharmacists have a key role in preventing drug errors. Nebraska
Mortar and Pestle, April 23 (2000). (Also appeared in the Omaha World
Herald, February 10, 2000).

Stohs, S.J., Bagchi, D., Hassoun, E. and Bagchi, M. Oxidative Mechanisms in
the Toxicity of Chromium and Cadmium lons. J. Environ. Path. Toxicol.
Oncol. 20(2), 77-88 (2001).

Stohs, S.J., and Moores, K. Biological Warfare and Bioterrorism. NE Mortar
& Pestle. Oct. pp 17-21 (2001).

Stohs, S.J., Ohia, S. and Bagchi, D. Naphathalene toxicity and antioxidant
nutrients. Toxicology 180, 97-105 (2002).

Stohs, S.J., Hamilton, W.R. and Bagchi, D. Dietary supplements in liver
health and disease. Clin. Pract. Alt. Med. 3, 32-45 (2002).

Bagchi, D., Bagchi, M., Stohs, S.J., Ray, S.D., Sen, C.K. and Preuss, H.G.
Cellular protection with proanthocyanidins derrived from grape seeds. Ann.
N.Y. Acad. Sci. 957, 260-270 (2002).

Bagchi, D., Preuss, H.G. and Stohs, S.J. Nutritional benefits of beer in human
health: a review. Res. Commun. Alcohol Subst. Abuse. 1 & 2, 13 — 37 (2001).

Bagchi, D., Stohs, S.J., Downs, B.W., Bagchi, M. and Preuss, H.G.
Cytotoxicity and oxidative mechanisms of different forms of chromium.
Toxicology 180, 5-22 (2002).

Bagchi, M., Sen, C.K., Kothari, S.C., Preuss, H.G., Stohs, S.J., and Bagchi, D.
Antioxidant and anticarcinogenic properties of edible berry anthocyanins. The
Original Internist, March, 06-14 (2003).

Stohs, S.J., Jensen, G.M., and Paschal, K.A. Initiating Clinical Doctoral
Education in Physical Therapy: the Case of Creighton University. J.
Physical Ther. Ed. 17, 44 — 51 (2003).

Malone, P.M., Glynn, G.E. and Stohs, S.J. The development and structure
of a web-based entry-level doctor of pharmacy pathway at Creighton
University Medical Center. Amer. J. Pharm. Ed. 68, Article 46 (2004).

Sahn, B.A., Echard, B.W., Stohs, S.J., and Preuss, H.G. Lowering the
glycemic index of food with carbohydrate enzyme inhibitors. The Original
Internist. Dec. 6 -11 (2004).

Stohs, S.J. and Shara, M. A review of the safety and efficacy of Citrus
aurantium in weight management. Obesity: Epidemiology, Pathophysiology
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57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

and Prevention (D. Bagchi and H.G. Preuss, Eds) pp. 371-382 CRC Press,
New York, NY (2007).

Stohs, S. J., Preuss H. G., Ohia, S. E.,, Kaats, G. R.,, Keen, C. L.,
Williams, L. D., and Burdock, G. A. Safety and Efficacy of Hydroxycitric
Acid from Garcinia cambogia-A Literature Review. HerbalGram 85, 58-63
(2010).

Stohs S. J. A Review and Assessment of the Adverse Events Reports
Associated with Citrus aurantium from April 2004 to October 2009. J.
Functional Foods 2, 235-238 (2010).

Stohs, S. J., Preuss, H.G. The Safety of Bitter Orange (Citrus aurantium)
and p-synephrine. HerbalGram 89, 34-39, 2011.

Stohs S. J., Hassoun E. A. Contribution of Oxidative Stress to the Toxicity
of Dioxin-Activated Aryl Hydrocarbon Receptor. In: The AH Receptor in
Biology and Toxicology. Ed. R. Pohjanvirta. Wiley Publishing Co., NY.
Chapter 15, pp. 229-244, 2012.

Stohs, S.J., Shara, M. A review of the safety & efficacy of bitter orange
(Citrus aurantium) and its primary protoalkaloid p-synephrine in weight
management. In: Bagchi D. and Preuss H. G., editors. Obesity:
epidemiology, pathophysiology, and prevention, 2" Edition. Boca Raton
(FL): CRC Press; pp.535-554, 2012

Facecchi, K., Fochesato, L.A., Ray, S.D., Stohs, S.J., Pandey, S. Oxidative
toxicity in neurodegenerative diseases: role of mitochondrial sysfuncrion
and therapeutic strategies. 2011. Int. J. Toxicol. Doi: 10.1155/2011/683728,
(2011).

Stohs, S,J., Preuss, H.G., Shara, M. The safety of Citrus aurantium (bitter
orange) and its primary protoalkaloid p-synephrine. Phytother. Res. 25,
1421-1428 (2011).

Stohs, S.J., Preuss, H.G., Shara, M. A review of the receptor binding
properties of p-synephrine as related to its pharmacological effects. 2011.
Oxid. Med. Cell. Longev. Doi: 10.1155/2011/482973 (2011).

Stohs SJ, Miller H, Kaats GR. A review of the efficacy and safety of banaba
(Lagerstroemia speciosa L.) and corosolic acid. Phytother. Res. 26, 317-
324, (2012).

Stohs,S.J., Dudrick, S.J. Nutritional supplements in the surgical patient.
Surg. Clin. No. Amer. 91, 933-944 (2011).
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67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

Stohs, S.J., Preuss, H.G., Shara, M. A review of the human clinical studies
of bitter orange (Citrus aurantium) and its primary protoalkaloid p-
synephrine. Int. J. Med. Sci. 9, 527-538 (2012).

Stohs, S.J., Miller, H., Kaats, G.R. A review of the safety and efficacy of
banaba (Lagerstroemia speciosa L.) and its major constituents corosolic
acid and ellagitannins in the management of metabolic syndrome. In:
Bagchi D. and Preuss H. G., editors. Obesity: epidemiology,
pathophysiology, and prevention, 2"¢ Edition. Boca Raton (FL): CRC
Press; Chapter 50, pp.743-756, 2012.

Stohs, S.J., Preuss, H.G. Stereochemical and pharmacological differences
between naturally occurring p-synpehrine and synthetic p-synephrine. J.
Funct. Foods 4, 2-5 (2012)

Stohs, S.J. Health Canada relaxes guidelines on p-synephrine use.
HerbalGram 8 (10), 63-64 (2011).

Stohs, S.J., Kitchens, E.K. Nutritional supplements in health and sports
performance. Chapter 1. In: Bagchi D, Sreejayan N, Sen CK, Editors. Nutrition
and Enhanced Sports performance: Recommendations for Muscle Building.
Elsevier Press, Doi: 10.1016/B978-0-12-396454-0.00001-1. (2013).

Stohs S.J., Ray S.D. A review and evaluation of the efficacy and safety of
Cissus quadrangularis extracts. Phytother Res. Doi. 10.1002/ptr.4846. (2012).

Stohs, S. J. Safety and efficacy of Shilajit (mumie, moomiyo). Phytother.
Res.28, 475-479, 2014.

Stohs, S. J. Safety and efficacy of Bixa orellana (achiote, annatto) leaf
extracts. Phytother. Res. DOI; 10.1002/ptr/5088.

Stohs, S.J., Physiological functions and pharmacological and toxicological
effects of p-octopamine. Drug Chem. Tox. 38, 106-112, 2015.

Hackman RM, Aggarwal BB, Applebaum RS, De Vere White Rw, Dubick
MA, Heber D, Ito T, Johnson GH, Keen CL, Winters BL, Stohs SJ.
Forcasting Nutrition Research in 2020. J. Amer Coll. Nutr. 2014.

Stohs SJ, Hartman MJ. A review of the receptor binding and
pharmacological effects of N-Methyltyramine. Phytother. Res. 29, 14-16,
2015.

Stohs S.J., Bagchi D. Antioxidant, anti-inflammatory, and chemoprotective
properties of Acacia catechu heartwood extracts. Phytother. Res. 29, 818-
824, 2015.
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79.

80.

81.

Stohs, S. J., Hartman, M. J. Review of the safety and efficacy of Moringa
oleifera. Phytother. Res. DOI: 10.1002/ptr.5325 (2015).

Stohs S.J., Ray S. Anti-diabetic and anti-hyperlipidemic effects and safety
of Salacia reticuata and related species. Phytother. Res. 29, 986-995,
2015.

Stohs S.J., Badmaev V. A review of natural stimulant and non-stimulant
thermogenic agents. Phytother. Res. 2016 Doi:10/1002/ptr.5583

CONTRIBUTED PAPERS:

1.

"Biotransformation of Digitoxigenin by Plant Tissue Cultures." S.J. Stohs,
E.J. Staba. American Society of Pharmacognosy, 1964, New York.

"The Relationship Between Vitamin D Action and Actinomycin Sensitive
Processes." J.E. Zull, S.J. Stohs and H.F. DelLuca. Federation of the
American Societies of Experimental Biology, 1966, Chicago, lllinois.

"Vitamin D Stimulation of 3H-Orotic Acid Incorporation into Intestinal RNA."
S.J. Stohs and H.F. DelLuca. Federation of the American Societies of
Experimental Biology, 1967, Chicago, lllinois.

"The Metabolism of 14C-Cholesterol by Dioscorea deltoidea Suspension
Cultures." B. Kaul, S.J. Stohs and E.J. Staba. American Society of
Pharmacognosy, 1969, Corvallis, Oregon.

"Influence of Various Factors on Diosgenin Production in Dioscorea Tissue
Cultures." B. Kaul, S.J. Stohs and E.J. Staba. American Society of
Pharmacognosy, 1969, Corvallis, Oregon.

"Heimidine, A New Alkaloid from Heimia salicifolia." M.M. EI-Olemy, S.J.
Stohs and A.E. Schwarting. Die Gesellschaft fur Arzneipflanzenforschung
and the American Society of Pharmacognosy, 1970, Vienna, Austria.

"Progesterone and Pregnenolone Metabolism by Leaf Homogenates." S.J.
Stohs and M.M. EI-Olemy. West Central States Biochemistry Conference,
1970, Manhattan, Kansas.

"3H-Digoxigenin Metabolism by Rat Liver Homogenates." R.E. Talcott, S.J.
Stohs and M.M. EI-Olemy. West Central States Biochemistry Conference,
1971, Lawrence, Kansas.

"Induction of Cardenolide Metabolism by Spironolactone, Phenobarbital, and
Reserpine." S.J. Stohs and R.E. Talcott. Academy of Pharmaceutical
Sciences, 1972, Houston, Texas.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

"5R-Hydroxydigitoxigenin: A New Mammalian Metabolite of Digitoxigenin."
W.H. Bulger and S.J. Stohs. West Central States Biochemistry Conference,
1972, lowa City, lowa.

"6R-Hydroxy-3-Epidigitoxigenin: The Major Metabolite of Digitoxigenin by
Rabbit Liver Homogenates." W.H. Bulger, S.J. Stohs and D.M.S. Wheeler.
American Society of Pharmacognosy and the Pharmacognosy and Natural
Products Section of the Academy of Pharmaceutical Sciences, 1973, Jekyll
Island, Georgia.

"Aberrant Alkaloids of Dolichothele sphaerica (Cactaceae)." H. Rosenberg
and S.J. Stohs. American Society of Pharmacognosy and the
Pharmacognosy and Natural Products Section of the Academy of
Pharmaceutical Sciences, 1973, Jekyll Island, Georgia.

"Steroidal Sapogenins of Yucca glauca Seeds." S.J. Stohs, M.M. EI-Olemy
and J.J. Sabatka. American Society of Pharmacognosy and the
Pharmacognosy and Natural Products Section of the Academy of
Pharmaceutical Sciences, 1973, Jekyll Island, Georgia.

"Comparative Utilization of Tyrosine for Mescaline and Protein Synthesis in
Peyote." H. Rosenberg and S.J. Stohs. Midwest Regional American
Chemical Society Meeting, 1973, Lawrence, Kansas.

"The Influence of Pregnenoline-163-Carbonitrile (PCN) on Hepatic
Microsomal Cytochrome P-450 Levels and Aniline Hydroxylase Activity." S.J.
Stohs and R.E. Talcott. Midwest Regional American Chemical Society
Meeting, 1973, Lawrence, Kansas.

"Influence of Phenobarbital Pretreatment on the Metabolism of Digitoxigenin
to 6R-Hydroxy-3-Epidigitoxigenin by Rabbit Liver Homogenates." W.H.
Bulger and S.J. Stohs. Federation of the American Societies of Experimental
Biology, 1974, Atlantic City, New Jersey.

"Incorporation of 4-14C-22,23-3H-Sitosterol into Diosgenin by Dioscorea
deltoidea Tissue Suspension Cultures." S.J. Stohs, J.J. Sabatka and H.
Rosenberg. American Society of Pharmacognosy and the Pharmacognosy
and Natural Products Section of the Academy of Pharmaceutical Sciences,
1974, Chicago, lllinois.

"Sapogenins of Yucca glauca Seed Pods and Seed-Derived Tissue
Cultures." S.J. Stohs, J.J. Obrist and H. Rosenberg. American Society of
Pharmacognosy and the Pharmacognosy and Natural Products Section of
the Academy of Pharmaceutical Sciences, 1974, Chicago, lllinois.

"Compartmentation of Histidine for Alkaloid and Protein Synthesis in
Dolicothele sphaerica." H. Rosenberg and S.J. Stohs. American Society of
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20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Pharmacognosy and the Pharmacognosy and Natural Products Section of
the Academy of Pharmaceutical Sciences, 1974, Chicago, lllinois.

"The Inductive Effects of Phenobarbital, Methaqualone and Methyprylon on
Hepatic Mixed Function Oxidase Enzymes in Rats." S.J. Stohs, L.A. Reinke,
M.F. O'Connor and R.W. Piepho. Academy of Pharmaceutical Sciences,
1975, San Francisco, California.

"Effects of Histidine Decarboxylase Inhibitors on the Production of an
Aberrant Alkaloid in Dolichothele spaerica." H. Rosenberg and S.J. Stohs.
Academy of Pharmaceutical Sciences, 1975, San Francisco, California.

"Stability of Mixed Function Oxidases in Frozen Liver." S.J. Stohs and W.H.
Bulger. Sixth International Congress of Pharmacology, 1975, Helsinki,
Finland.

"The Growth of Trichoderma viride as a Potential Source of Protein on
Hydrolyzed Oat Hulls." H. Rosenberg and S.J. Stohs.  American
Pharmaceutical Association Meetings, 1976, New Orleans, Louisiana.

"Xenobiotic Metabolism by Isolated Rat Intestinal Microsomes." R.C.
Graftstrom, S.J. Stohs and S.G. Orrenius. Fifth European Workshop on Drug
Metabolism, 1976, Stockholm, Sweden.

"The Isolation of Rat Intestinal Microsomes with Stable Cytochrome P-450
and Their Metabolism of Benzo(a)pyrene." R.C. Graftstrom, S.J. Stohs and
S.G. Orrenius. The Third International Symposium on Microsomes and Drug
Oxidations, 1976, Berlin, West Germany.

"Metabolism of Steroids in Plant Tissue Cultures." S.J. Stohs. International
Congress for Research on Medicinal Plants, 1976, Munich, West Germany.

"An In Vitro Comparison of Lymphocyte and Selected Tissue Metabolism of
Steroidal Hormones in Rabbits." V.A. Padron, H.M. Lemon, and S.J. Stohs.
Federation of American Societies for Experimental Biology, 1977, Chicago,
lllinois.

"Altered Activity of Hepatic Mixed Function Monooxygenases in
Streptozotocin-Induced Diabetic Rats." L.A. Reinke, H. Rosenberg, and S.J.
Stohs. Federation of American Societies for Experimental Biology, 1977,
Chicago, lllinois.

"A Preliminary Evaluation of 6'-Hydroxycinchonine as an Antiaarhythmic
Agent." P.U. Nwangwu, T.L. Holcslaw and S.J. Stohs. American Society for
Pharmacology and Experimental Therapeutics, 1977, Columbus, Ohio.

"Clinical ~ Significance of the Formation and  Hydrolysis of
Glucose-6-Phosphate: An Example of the Relevance of Biochemistry to
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31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Pharmacy Practice." H. Rosenberg and S.J. Stohs. American Association of
Colleges of Pharmacy, 1977, Seattle, Washington.

"The Incorporation of the Basic and Advanced Life Support in the Pharmacy
Curriculum."” A.N. Masoud, B.J. Hurlberg and S.J. Stohs. American
Association of Colleges of Pharmacy, 1977, Seattle, Washington.

"Influence of Cyclic AMP on Growth and Steroid Formation in Corchorus
olitorius L. Suspension Cultures." S.J. Stohs and H. Rosenberg. American
Society of Pharmacognosy, 1977, Seattle, Washington.

"Identification and Quantitation of Biogenic Amines by High Performance
Liquid Chromatography with Electrochemical Detection." G.A. Scratchley,
A.N. Masoud, D.W. Wingard and S.J. Stohs. Association of Drug Detection
Laboratories, 1977, Atlanta, Georgia.

"Benzo(a)pyrene Metabolism by Hepatic and Extrahepatic Tissues of
Diabetic Rats." S.J. Stohs, L.A. Reinke and H. Rosenberg. Academy of
Pharmaceutical Sciences, 1978, Montreal, Canada.

"Acetaminophen-Induced Glutathione Depletion in Diabetic Rats." J.M.
Hassing, H. Rosenberg and S.J. Stohs. Academy of Pharmaceutical
Sciences, 1978, Montreal, Canada.

"Role of Biomedicinal Chemistry Department in a Doctor of Pharmacy
Program." S.J. Stohs and E.B. Roche. American Association of Colleges of
Pharmacy, 1978, Orlando, Florida.

"The Role of Medicinal Chemistry in a Pharm. D. Curriculum." E.B. Roche
and S.J. Stohs. American Association of Colleges of Pharmacy, 1978,
Orlando, Florida.

"Androsterone (D4) Conversion to Estrone (E1) and Estriol (E3) by Mixed
Human Leukocytes." H.M. Lemon, V.A. Padron, and S.J. Stohs. American
Association for Cancer Research, 1979, New Orleans, Louisiana.

"Comparative Induction of Intestinal Mixed-Function Oxidase Activities by
Various Polycyclic Hydrocarbons." J.M. Hassing and S.J. Stohs. Federation
of American Societies for Experimental Biology, 1979, Dallas, Texas.

"Partial Synthesis of 6'Hydroxycinchonine and 6'-Hydroxycinchonidine and
the Antiarrhythmic Activity of 6'-Hydroxycinchonine in Mice." L.D. Small, H.
Rosenberg, P.U. Nwangwu, T.L. Holcslaw, and S.J. Stohs. American
Chemical Society, 1979, Honolulu, Hawaii.

"Interactions Between Basic Science and Clinical Faculty in a Pharm. D.
Program." S.J. Stohs and C.F. Ryan. American Association of Colleges of
Pharmacy, 1979, Denver, Colorado.
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42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

"Effects of Acute and Chronic Estrone, Estradiol and Estriol on Hepatic and
Extrahepatic Aryl Hydrocarbon Hydroxylase Activity." W.A. Al-Turk, S.J.
Stohs and E.B. Roche. Fourth International Symposium on Microsomes and
Drug Oxidations, 1979, Ann Arbor, Michigan.

"A Comparative Study on the Acute Toxicity Profile of Quinidine and Five
New Quinidine Analogs in Mice." P.U. Nwangwu, K. Mereish, T.L. Holcslaw,
H. Rosenberg and S.J. Stohs. American Society for Pharmacology and
Experimental Therapeutics, 1979, Portland, Oregon.

"Effect of Gonadectomy on Hepatic and Extrahepatic Mixed Function
Monooxygenases in the Rat." W.A. Al-Turk, S.J. Stohs and E.B. Roche.
Academy of Pharmaceutical Sciences, 1979, Kansas City, Missouri.

"Synthesis of 6'-Hydroxycinchonione Ester and Their Antiarrhythmic Activities
in Mice." H. Rosenberg, L.D. Small, P.U. Nwangwu, K. Merish, T.L. Holcslaw
and S.J. Stohs. Academy of Pharmaceutical Sciences, 1979, Kansas City,
Missouri.

"Plasma Ascorbic Acid Determination with Folin-Ciocalteau Reagent." K.
Merish, H. Rosenberg and S.J. Stohs. Academy of Pharmaceutical
Sciences, 1979, Kansas City, Missouri.

"Effect of Age on Tissue Glutathione Levels Activities of Mixed Function
Monooxygenases and Hepatic Cytochrome P-450 Content in Mice." S.J.
Stohs, W.A. Al-Turk, J.M. Hassing and F.M. Luman. American Society of
Pharmacology and Experimental Therapeutics, 1980, Anaheim, California.

"Effect of Gonadectomy and Tamoxifen Treatment on Liver, Lung and
Intestinal Mixed Function Monooxygenase Enzymes in the Rat." W.A.
Al-Turk, S.J. Stohs and E.B. Roche. American Society of Pharmacology and
Experimental Therapeutics, 1980, Anaheim, California.

"A Comparative Study on Some Hemodynamic Properties of Quinidine and
Cupreidine (6'-hydroxycinchonine)." P.U. Nwangwu, T.L. Holcslaw, S.J.
Stohs, H. Rosenberg and L.D. Small. American Society of Pharmacology
and Experimental Therapeutics, 1980, Anaheim, California.

Effects of Lithium on Time to Onset of Aconitine-Induced Initial Arrhythmia
and Ventricular Tachycardia, and on the Regional Myocardial Distribution of
Lithium, Calcium and Potassium. S.J. Stohs. Annual Meeting, American
Heart Association, Nebraska Affiliate, 1980, Kearney, Nebraska.

Effect of Hypophysectomy and Castration on Hepatic, Pulmonary and
Intestinal Mixed Function Oxidases in the Rat. W.A. Al-Turk, S.J. Stohs, and
E.B. Roch. American Society for Pharmacology and Experimental
Therapeutics, 1980, Rochester, Minnesota.
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52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

Synthesis and Antiarrhythmic Activity of Three Quinidine Analogs. P.T.
Tiwan, M.T. Tran, L.D. Small, H. Rosenberg and S.J. Stohs. Academy of
Pharmaceutical Sciences, 1980, San Antonio, Texas.

Glutathione Reductase and Glutathione-S-transferase Activities in Hepatic
and Extrahepatic Tissues of Mice with Age. S.J. Stohs, W.A. Al-Turk, and
C.R. Angle. Society of Toxicology, 1981, San Diego, California.

Synthesis and Antiarrhythmic Activity of Five Quinidine Analogs. M.T. Tran,
L.D. Small, H. Rosenberg and S.J. Stohs. Academy of Pharmaceutical
Sciences, 1981, St. Louis, Missouri.

Analysis of lodochlorhydroxyquin in Plasma Using High Performance Liquid
Chromatography. F.W. Ezzedeen, A.M. Masoud, S.J. Stohs and S.J.
Lerman. Academy of Pharmaceutical Sciences, 1981, St. Louis, Missouri.

Possible Role of Polyamines in Controlling Membrane Binding or Function of
Ribosomes During Estrogen Stimulation. L.A. Lavia, H.M. Lemon and S.J.
Stohs. The Endocrine Society, 1981, Cincinnati, Ohio.

Hepatic Glutathione Content and Aryl Hydrocarbon Hydroxylase Activity of
Acetaminophen-treated Mice as a Function of Age. W.A. Al-Turk and S.J.
Stohs. American Society of Pharmacology and Experimental Therapeutics,
1981, Atlanta, Georgia.

The Estriol Antagonistic Effect on Cellular Growth as Monitored by Ornithine
Decarboxylase in the 17[R-Estradiol-Induced Immature Rat Uterus. L.A.
Lavia, H.M. Lemon and S.J. Stohs. American Association of Cancer
Research, 1981, Washington, D.C.

Altered Drug and Glutathione Metabolism in Diabetic Animals. S.J. Stohs,
Symposium on Diabetes Research, 1982, the University of Nebraska Medical
Center, Omaha, Nebraska.

Characterization of P5SN Deficient Red Cells. M.S. Swanson, C.R. Angle, S.J.
Stohs, J.M. Salhany and S. Wu. American Society of Pharmacology and
Experimental Therapeutics, 1982, New Orleans, Louisiana.

Partial Purification of Human Pyrimidine-5'-Nucleotidase. C.R. Angle, R.S.
Markin, and S.J. Stohs. Federation of American Societies of Experimental
Biology, 1982, New Orleans, Louisiana.

Evidence for Zinc in the Active Site of Pyrimidine-5'-Nucleotidase. R.S.
Markin, M.S. Swanson, C.R. Angle and S.J. Stohs. Federation of American
Societies of Experimental Biology, 1982, New Orleans, Louisiana.
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63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Further Characterization of Pyrimidine-5'-Nucleotidase Deficient Red Cells.
M.S. Swanson, C.R. Angle and S.J. Stohs. American Pediatric Society,
1982, Washington, D.C.

Red Cell Cytidine Phosphates: A Stable Index of Lead Exposure Unaffected
by Chelation. C.R. Angle, M.S. Swanson, M.S. Mclintire and S.J. Stohs.
American Pediatric Society, 1982, Washington, D.C.

Red Cell Cytidine Phosphates as a Stable Index of Lead Exposure. C.R.
Angle, M.S. Swanson, M.S. Mclntire and S.J. Stohs. International Congress
of Clinical Toxicology, 1982, Snowmass, Colorado.

7-Ethoxycoumarin O-Deethylation and Conjugation of 7-Hydroxycoumarin in
Perfused Livers of Hypophysectomized Rats. W.A. Al-Turk, L.A. Reinke and
S.J. Stohs. American Society of Pharmacology and Experimental
Therapeutics and the Society of Toxicology, 1982, Louisville, Kentucky.

Percutaneous Absorption of lodochlorhydroxyquin in Humans. F.W.
Ezzedeen, S.J. Stohs, A.K. Anderson and J.M. Baldwin. Academy of
Pharmaceutical Sciences, 1983, New Orleans, Louisiana.

Lipid Peroxidation and TCDD Toxicity. S.J. Stohs, M.Q. Hassan and W.J.
Murray. Federation of American Societies of Experimental Biology, 1983,
Chicago, lllinois.

Erythrocyte Nucleotides in Pyrimidine-5'-Nucleotidase Deficiency. M.S.
Swanson, C.R. Angle, S.J. Stohs and R.S. Markin. Federation of American
Societies of Experimental Biology, 1983, Chicago, lllinois.

Metabolism of Beta Keto Nitrosamines by Cytochrome P-450 and
Prostaglandin Endoperoxide  Synthetase = Dependent  Microsomal
Preparations. D. Nagel, A.S. Helgeson, S.J. Stohs, S.M. Cohen, C. Raha
and T. Lawson. American Association Cancer Research, 1983, San Diego,
California.

Erythrocyte Pyrimidine Nucleotides in Uremia. Accumulation Independent of
Pyrimidine-5'-Nucleotidase or Blood Lead. C.R. Angle, M.S. Swanson and
S.J. Stohs. Sixth International Symposium on Pediatric Nephrology, 1983,
Hannover, West Germany.

Protection Against TCDD-Induced Lipid Peroxidation by BHA,
d-a-Tocopherol and Retinol Acetate. S.J. Stohs, M.Q. Hassan and W.J.
Murray. International Symposium for the Study of Xenobiotics, 1983, West
Palm Beach, Florida..B. Roch. American Society for Pharmacology and
Experimental Therapeutics, 1980, Rochester, Minnesota.
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73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

New Aspects of Dilantin Therapy: Anti-Estrogenic and Anti-Mammary
Carcinogenic Activity. H.M. Lemon, R. Pfeiffer, J. Campbell and S.J. Stohs.
Omaha Mid-West Clinical Society, 1983, Omaha, Nebraska.

Changes in Glutathione and Glutathione Metabolizing Enzymes in Mouse and
Human Erythrocytes and Lymphocytes as a Function of Age of Donor. S.J.
Stohs, T. Lawson and F.H. El-Rashidy. Federation of American Societies of
Experimental Biology, 1984, St. Louis, Missouri.

Possible Roles of Lipid Peroxidation and Glutathione Peroxidase in TCDD
Toxicity. S.J. Stohs, M.Q. Hassan and W.J. Murray. Banbury Center
Conference on Biological Mechanisms of Dioxin Action, 1984, Cold Spring
Harbor, New York.

Anti-Mammary Carcinogenic Activity of Phenytoin. H.M. Lemon, S.J. Stohs,
R. Pfeifer and J. Campbell. American Association Cancer Research, 1984,
Toronto, Canada.

Dietary Selenium and TCDD Toxicity. S.J. Stohs, M.Q. Hassan and W.J.
Murray. 6th International Symposium on Microsomes and Drug Oxidations,
1984, Brighton, England.

TCDD-Induced Lipid Peroxidation in Hepatic and extrahepatic Tissues. S.J.
Stohs, M.Q. Hassan, Z.F. Al-Bayati, S.J. Hermansky and W.J. Murray. 9th
International Congress of Pharmacology, 1984, London, England.

Deoxypyrimidine-5'-Nucleotidase Activity in Erythrocytes from A Pyrimidine
5'-Nucleotidase Deficient Subject. S.J. Stohs, C.R. Angle, L.R. Cook and
M.A. Mitchell. 9th International Congress of Pharmacology, 1984, London,
England.

Percutaneous Absorption of Clioquinol (lodochlorhydroxyquin) in Dogs. S.J.
Stohs and F.W. Ezzedeen. 9th International Congress of Pharmacology,
1984, London, England.

Pyrimidine-5'-Nucleotidase Isoenzyme Characterization in Lead Exposure.
C.R. Angle, S.J. Stohs, L.R. Cook and M.A. Mitchell. Society of Toxicology,
1985, San Diego, California.

Hydrogen Peroxide and Free Radicals in TCDD Induced Microsomal and
Mitochondrial Malondialdehyde Formation. S.J. Stohs, M.Q. Hassan, Z.A.F.
Al-Bayati and W.J. Murray. Society of Toxicology, 1985, San Diego,
California.

Assay of Human Erythrocyte Pyrimidine and Deoxypyrimidine
5'-Nucleotidase by Reversed Phase Isocratic High Performance Liquid
Chromatography (HPLC). L.R. Cook, M.A. Mitchell, C.R. Angle and S.J.
Stohs. Society of Toxicology, 1985, San Diego, California.
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84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

Glutathione, DNA Damage and Aging. S.J. Stohs. Free Radicals, Pathology
and Aging Workshop, 1985, San Diego, California.

The Roles of Glutathione Peroxidase and Hydrogen Peroxide in
TCDD-Induced Lipid Peroxidation. S.J. Stohs, Z.A.F. Al-Bayati, W.J. Murray
and H.M. Pour. Biological Reactive Intermediates Ill, 1985, Baltimore,
Maryland.

Glutathione Metabolism, DNA Damage, Antioxidants and Aging in Mice. S.J.
Stohs, T. Lawson and L. Anderson. International Congress of Biomedical
Gerontology, 1985, New York, New York.

TCDD, Lipid Peroxidation and Calcium. Z.A.F. Al-Bayati, S.J. Stohs, W.J.
Murray and M.C. Pankaskie. American Society of Pharmacology and
Experimental Therapeutics, 1985, Boston, Massachusetts.

Erythrocyte Arginase and the Isozymes of Pyrimidine-5'-nucleotidase as
Correlates of Lead Exposure. C.R. Angle, S.J. Stohs, L.R. Cook and C.
Kubitschek. AACT/AAPCC/ABMT/CAPCC Annual Meeting, 1985, Kansas
City, Missouri.

TCDD, Dietary Iron and Iron Distribution in Female Rats. Z.A. Al-Bayati, S.J.
Stohs and W.A. Al-Turk. Society of Toxicology, 1986, New Orleans,
Louisiana.

Biochemical and Toxicological Effects of TCDD Congeners in Female Rats.
M. A. Shara and S.J. Stohs. Society of Toxicology, 1986, New Orleans,
Louisiana.

RBC Arginase, PSN and dP5N as Correlates of Blood Lead. C.R. Angle, L.R.
Cook and S.J. Stohs. AAPCC/AACT/ABMT/CAPCC Annual Meeting, 1986,
Sante Fe, New Mexico.

The Role of Glutathione and Its Metabolism in Aging. S.J. Stohs and T.
Lawson. The Third Tokyo Symposium on Liver and Aging, 1986, Tokyo,
Japan.

Glutathione, Free Radicals, Antioxidants and Aging. S.J. Stohs. Symposium
on Frontiers in Hepatic Gerontology, 1986, Tokyo, Japan.

Effect of Thyroidectomy on 2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD)
Induced Lipid Peroxidation. S.J. Hermansky, S.J. Stohs and H.A.
Mohammadpour. Society of Toxicology, 1987, Washington, D.C.

Dietary Iron, and TCDD-Induced Alterations in Hepatic Lipid Peroxidation and
Glutathione Content in Rats. M.A. Shara, W.A. Al-Turk, H.A.
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96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

Mohammadpour and S.J. Stohs. Society of Toxicology, 1987, Washington,
D.C.

Effect of TCDD on the Hepatic and Testicular Distribution of Iron, Zinc and
Copper in Rats. Z.Z. Wahba, Z.A.F. Al-Bayati and S.J. Stohs. Society of
Toxicology, 1987, Washington, D.C.

Erythrocyte Membrane Fluidity as Related to Blood Lead. C.R. Angle, L.R.
Cook, S.J. Stohs and R.C. Maxell. Society of Toxicology, 1987, Washington,
D.C.

Effect of Feeding Antioxidants and Cabbage on DNA Damage, Glutathione
Metabolism and Lipid Peroxidation in Aging Mice. S.J. Stohs and T.A.
Lawson. American Society of Pharmacology and Experimental Therapeutics,
1987, Washington, D.C.

Induction of Hepatic DNA Single Strand Breaks in Rats by 2,3,7,8-
Tetrachlorodibenzo-p-dioxin (TCDD). S.J. Stohs, Z.Z. Wahba and T.A.
Lawson. International Society for the Study of Xenobiotics, 1987, Clearwater,
Florida.

2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD) Induced Alterations in Lipid
Peroxidation, Enzymes and Divalent Cations in Rat Testis. Z.A.F. Al-Bayati,
ZZ. Wahba and S.J. Stohs. International Society for the Study of
Xenobiotics, 1987, Clearwater, Florida.

Factors Influencing The Induction of DNA Single Strand Breaks in Rats by
2,3,7,8-Tetrachlorodibenzo-p-dioxin. Z.Z. Wahba, S.J. Stohs, T.A. Lawson
and W.J. Murray. Society of Toxicology, 1988, Dallas, Texas.

2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD)-Induced Lipid Peroxidation in
Responsive and Non-Responsive Mice. S.J. Stohs and H. Mohammadpour.
Society of Toxicology, 1988, Dallas, Texas.

Decreases in Hepatic Glucocorticoid (GCR) and Epidermal Growth Factor
(EGF) Receptor Binding in Mouse Liver After Treatment with 2,3,7,8-
Tetrachlorodibenzo-p-dioxin (TCDD). F.S. Lin, S.J. Stohs, L.S. Birnbaum,
G.W. Lucier and J.A. Goldstein. American Society of Pharmacology and
Experimental Therapeutics, 1988, Las Vegas, Nevada.

Biochemical Effects of TCDD in Skin and Liver of HRS/J Mice. S.J. Stohs,
B.D. Abbott, F.S. Lin and L.S. Birnbaum. Society of Toxicology, 1989,
Atlanta, Georgia.

TCDD-Induced Decreases in Rat Liver Membrane Fluidity. N. Alsharif, C.J.
Grandjean and S.J. Stohs. Society of Toxicology, 1989. Atlanta, Georgia.
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106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

Dose and Time Dependent Effects of the Hepatotoxin Microcystin-LR in Mice.
S.J. Hermansky, R.S. Markin and S.J. Stohs. Society of Toxicology, 1989.
Atlanta, Georgia.

Effects of 2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD) on Hepatic Protein
Bound (PB) and Non-Protein (NPB) Sulfhydryl (-SH) Groups in Female Rats.
M.A. Shara and S.J. Stohs. Society of Toxicology, 1989. Atlanta, Georgia.

Role of the Ah Locus in the Regulation of the Effects of 2,3,7,8-
Tetrachlorodibenzo-p-dioxin (RM) on Epidermal Growth Factor (EGFR),
Glucocorticoid (GCR) and Estrogen (ER) Receptors in Mouse Liver. F.H. Lin,
S.J. Stohs, L.S. Birmbaum, G. Clark, G. Lucier and J.A. Goldstein. Society of
Toxicology, 1989. Atlanta, Georgia.

2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD) Induced Hepatic DNA Single
Strand Breaks (SSD) in Rats. Z.Z. Wahba, T.A. Lawson, W.J. Murray and
S.J. Stohs. American Society of Pharmacology and Experimental
Therapeutics, 1989. New Orleans, Louisiana.

Evidence for the Induction of an Oxidative Stress by 2,3,7,8-
Tetrachlorodibenzo-p-dioxin (TCDD). S.J. Stohs, N.A. Alsharif, M. Shara and
Z.Z. Wahba. 4th International Symposium on Biological Reactive
Intermediates, 1990. Tucson, Arizona.

TCDD-Induced Production of Superoxide Anion and DNA Single Strand
Breaks in Peritoneal Macrophage of Rats. N.Z. Alsharif, T. Lawson and S.J.
Stohs. Society of Toxicology, 1990. Miami, Florida.

Evaluation of Potential Chemoprotectants and Antidotes Against
Microcystin-LR Hepatotoxicity. S.J. Stohs and S.J. Hermansky. Society of
Toxicology, 1990. Miami, Florida.

Hepatic Lipid Peroxidation, Sulfhydryl Status and Toxicity of the Blue-Green
Algal Toxin Microcystin-LR in Mice. S.J. Hermansky, S.J. Stohs, W.J. Murray
and R.S. Markin. Society of Toxicology, 1990. Miami, Florida.

The Ah Locus Mediates the Effects of 2,3,7,8-Tetrachlorodibenzo-p-dioxin
(TCDD) on the Epidermal Growth Factor Receptor (EGFR) Through a
Mechanism Which Does Not Involve EGFR mRNA. F.H. Lin, G. Clark, S.J.
Stohs, L.S. Birnbaum, G. Lucier and J.A. Goldstein. Society of Toxicology,
1990. Miami, Florida.

Oxidative Stress in the Toxicity of 2,3,7,8-Tetrachlorodibenzo-p-dioxin
(TCDD). S.J. Stohs, M.A. Shara, N.Z. Alsharif, Z.Z. Wahba and Z.A.F.
Al-Bayati. 10th International Conference on Organohalogen Compounds,
1990. Bayreuth, Federal Republic of Germany.
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116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

Excretion of Lipid Metabolites in the Urine of Rats in Response to Oxidative
Stress. S.J. Stohs and M.A. Shara. International Society for Free Radical
Research, 1990. Pasadena, California.

Oxidative Stress Induced by TCDD is Mediated by the Ah-Receptor Complex.
N.Z. Alsharif and S.J. Stohs. International Society for Free Radical
Research, 1990. Pasadena, California.

Dimethylthiourea (DMTU) Reduces Proteinuria in Adriamycin Nephrosis (AN),
Possibly by Stimulating Renal Glutathione Metabolism. L.S. Milner, M.T.
Houser and S.J. Stohs. American Society of Nephrology, 1990. Washington,
D.C.

Glutathione Ester (GE) Moderates Mercuric Chloride (MC)-Induced Acute
Renal Failure (ARF). M.T. Houser, L.S. Milner, P.C. Kolbeck, S.H. Wei and
S.J. Stohs. American Society of Nephrology, 1990. Washington, D.C.

Oxidative Stress Induced by TCDD is Mediated by the Ah-Receptor Complex.
N.Z. Alsharif and S.J. Stohs. Society of Toxicology, 1991. Dallas, Texas.

Ricin-Induced Oxidative Stress in Mice. D.F. Muldoon and S.J. Stohs.
Society of Toxicology, 1991. Dallas, Texas.

Effect of 2,3,7,8-Tetrachlorodibenzo-p-dioxin (TCDD) on Hepatic Protein
Bound (PB) and Non-protein Bound (NPB) Sulfhydryl (-SH) Groups, and
Reduced Pyridine Nucleotides in Female Rats. M.A. Shara and S.J. Stohs.
Society of Toxicology, 1991. Dallas, Texas.

Excretion of Formaldehyde, Acetaldehyde, Malondialdehyde and Acetone in
the Urine of TCDD-Treated Rats. M.A. Shara and S.J. Stohs. Society of
Toxicology, 1991. Dallas, Texas.

In Vitro Induction of Reactive Oxygen Species by 2,3,7,8-Tetrachlorodibenzo-
p-dioxin and Other Polyhalogenated Cyclic Hydrocarbons in Peritoneal
Macrophages, and Heaptic Mitochondria and Microsomes. M. Bagchi and
S.J. Stohs. 11th International Symposium on Chlorinated Dioxins and
Related Compounds, 1991. Research Triangle Park, North Carolina.

The In Vivo Activation of Rat Peritoneal Macrophages by 2,3,7,8-
Tetrachlorodibenzo-p-dioxin. N.Z. Alsharif and S.J. Stohs. 11th International
Symposium on Chlorinated Dioxins and Related Compounds, 1991.
Research Triangle Park, North Carolina.

Glutathione Monoethyl Ester (GMEE) Treatment Post-exposure Moderates
Mercuric Chloride (MC)-induced Acute Renal Failure (ARF). M.T. Houser,
L.S. Milner, P.C. Kolbeck and S.J. Stohs. International Symposium on Acute
Renal Failure, 1991. Chapel Hill, North Carolina.
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127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

Modulation of Ricin Toxicity in Mice. D.F. Muldoon and S.J. Stohs. Society
of Toxicology, 1992. Seattle, Washington.

Endrin-Induced Oxidative Stress in Female Sprague-Dawley Rats. M.
Bagchi, E.A. Hassoun, D. Bagchi and S.J. Stohs. Society of Toxicology,
1992. Seattle, Washington.

Excretion of Acetaldehyde, Formaldehyde, Acetone and Malondialdehyde in
Urine of Rats Following an Acute Dose of Ethanol. J. Moser, D. Bagchi and
S.J. Stohs. Society of Toxicology, 1992. Seattle, Washington.

The Effects of Anti-TNF-a Monoclonal Antibody and Dexamethasone on
TCDD-Induced Oxidative Stress in Mice. N.Z. Alsharif, E. Hassoun, M.
Bagchi and S.J. Stohs. Society of Toxicology, 1992. Seattle, Washington.

Excretion of Malondialdehyde, Acetaldehyde and Acetone in the Urine of
Rats in Response to an Acute Dose of Malondialdehyde. P.l. Akubue and
S.J. Stohs. Society of Toxicology, 1992. Seattle, Washington.

Curriculum Development at Creighton University. B.W. Shinn, J.E. Fincham
and S.J. Stohs. American Association of Colleges of Pharmacy, 1992.
Washington, D.C.

Age-Related Changes in Lipid Peroxidation in Isolated Rod Outersegments of
Rat Retina. S.E. Ohia, M. Bagchi and S.J. Stohs. Society of Neuroscience,
1992. Anaheim, California.

Effect of Age on Lipid Peroxidation in Isolated Rod Outersegments of Rat
Retina. M. Bagchi, S.E. Ohia and S.J. Stohs. Symposium on Molecular
Mechanisms of Aging, 1992. Kansas City, Missouri.

In vitro and in vivo induction of oxidative stress by smokeless tobacco extract
(STE). S.J. Stohs, M. Bagchi, D. Bagchi and E.A. Hassoun. Society of
Toxicology, 1993. New Orleans, Louisiana.

Comparative effects of endrin on the hepatic lipid peroxidation, DNA damage,
and nitric oxide production by peritoneal lavage cells from C57BL/6J and
DBA/2 mice. M. Bagchi, E.A. Hassoun, P. Akubue and S.J. Stohs. Society
of Toxicology, 1993. New Orleans, Louisiana.

Protective effects of antioxidants against endrin-induced hepatic lipid
peroxidation, DNA damage, and excretion of urinary lipid metabolites. D.
Bagchi, E.A. Hassoun, M. Bagchi and S.J. Stohs. Society of Toxicology,
1993. New Orleans, Louisiana.

Excretion of lipid metabolites in the urine of ricin-treated mice. D.F. Muldoon,
D. Bagchi and S.J. Stohs. Society of Toxicology, 1993. New Orleans,
Louisiana.
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139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

Assessment of potential glycosidase inhibitors, AZT and DDC as
chemoprotectants against ricin toxicity in vitro. E.A. Hassoun, D. Bagchi, V.F.
Roche and S.J. Stohs. Society of Toxicology, 1993. New Orleans,
Louisiana.

Activity of glycosidase inhibitors against ricin toxicity in cell cultures. K.A.
Mereish, D. Bagchi and S.J. Stohs. Society of Toxicology, 1993. New
Orleans, Louisiana.

Development of oxidative stress by chlorpyrifos and Fenthion. G. Mukherjee,
N. Maulik, G. Cordis, M. Bagchi, D. Bagchi, S.J. Stohs and D.K. Das.
International Symposium on Oxygen Radicals and Antioxidants in
Biotechnology and Medicine, 1993. Calcutta, India.

Protective effects of free radical scavengers against smokeless tobacco
extract (STE) induced oxidative stress. D. Bagchi, M. Bagchi and S.J. Stohs.
International Symposium on Oxygen Radicals and Antioxidants in
Biotechnology and Medicine, 1993. Calcutta, India.

Endrin induced changes in lipid peroxidation and regional distribution of
catalase activity in rat brain. M. Bagchi, D. Bagchi, S. Ghosh and S.J. Stohs.
International Symposium on Oxygen Radicals and Antioxidants in
Biotechnology and Medicine, 1993. Calcutta, India.

Modulation of ricin toxicity by tumor necrosis factor alpha antibody. D.F.
Muldoon, D. Bagchi and S.J. Stohs. Society of Toxicology, 1994. Dallas,
Texas.

Induction of stress protein, DNA single strand breaks and lipid peroxidation in
endrin-treated rats, and protection by antioxidants. S.J. Stohs, D. Bagchi, M.
Bagchi, S. Kumar and E. Hassoun. Society of Toxicology, 1994. Dallas,
Texas.

Effect of vitamin E succinate on smokeless tobacco extract (STE)-induced
production of nitric oxide by rat peritoneal macrophages and the J774A.1
macrophage cell line. E. Hassoun, D. Bagchi, M. Bagchi and S.J. Stohs.
Society of Toxicology, 1994. Dallas, Texas.

Protective effects of lazaroids on the endrin-induced changes in lipid
peroxidation, DNA damage and regional distribution of catalase activity in rat
brain. M. Bagchi, S. Ghosh, D. Bagchi, E. Hassoun and S.J. Stohs. Society
of Toxicology, 1994. Dallas, Texas.

Chromium-induced excretion of urinary lipid metabolites and production of
reactive oxygen species by peritoneal macrophages and hepatic subcellular
fractions in Sprague-Dawley rats. D. Bagchi and S.J. Stohs. Society of
Toxicology, 1994. Dallas, Texas.
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149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

Age-related changes in lipid peroxidation, glutathione, and catalase and
superoxide dismutase activities in brain, liver, lung and heart tissues of Fisher
344 rats. D. Bagchi, M. Bagchi, S.E. Ohia and S.J. Stohs. Molecular
Mechanism of Aging Conference, 1994. Kansas City, Missouri.

Potentiation of adrenergic neurosecretion in mammalian iris-ciliary body by
hydrogen peroxide. S. Ohia, M. Bagchi and S. Stohs. International Society
for Eye Research, 1994. Miami, Florida.

Age-related changes in the regulation of norepinephrine release in human iris
ciliary body by hydrogen peroxide. M. Bagchi, D. Bagchi, S.E. Ohia and S.J.
Stohs. Society for Neuroscience, 1994. Miami Beach, Florida.

Potentiation of Adrenergic Neurosecretion in Mammalian Iris-Ciliary Body by
Hydrogen Peroxide. M. Bagchi, S.E. Ohia and S.J. Stohs. International
Society for Eye Research, 1994. Delhi, India.

In vivo induction of differential heat shock gene expression in liver, brain, lung
and heart by selected pesticides. D. Bagchi and S.J. Stohs. Indian Science
Congress, 1995. Calcutta, India.

Induction of free radicals and HSP90 in gastric cells by Helicobacter pylori
and antioxidant protection. D. Bagchi, G. Battacharya and S.J. Stohs.
Society of Toxicology, 1995. Baltimore, Maryland.

Ricin-induced lipid peroxidation in microsomes and mitochondria. D.F.
Muldoon and S.J. Stohs. Society of Toxicology, 1995. Baltimore, Maryland.

Comparative teratological studies on TCDD, endrin and lindane in C57BL/6J
and DBA/2J mice. E. Hassoun and S.J. Stohs. Society of Toxicology, 1995.
Baltimore, Maryland.

Heat shock protein (Hsp) gene expression by selected pesticides. S.J. Stohs
and D.Bagchi. Society of Toxicology, 1995. Baltimore, Maryland.

Age-related changes in stress proteins, lipid peroxidations and antioxidant
defense in Fisher 344 rats. M. Bagchi, D. Bagchi, G. Battacharya, S.E. Ohia
and S.J. Stohs. Society of Toxicology, 1995. Baltimore, Maryland.

Adapting pharmaceutical education to meet the changing needs of pharmacy
practice. S.J. Stohs. Federation International Pharmaceutique, 1995.
Stockholm, Sweden.

Age-related changes in lipid peroxidation and antioxidant defense in Fischer
344 rats. M. Bagchi, D. Bagchi, E.B. Patterson, L. Tang and S.J. Stohs.
Symposium on Myocardial Preservation and Cellular Adaptation, World
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161.

162.

163.

164.

165.

166.

167.

168.

169.

Congress on International Society of Adaptive Medicine, 1995. Madras,
India.

Implication of DNA damage during reperfusion of ischemic myocardium:
Identification of DNA-OH adduct. G.A. Cordis, D. Bagchi, W. Riedel, S.J.
Stohs and D.K. Das. Symposium on Myocardial Preservation and Cellular
Adaptation, World Congress on International Society of Adaptive Medicine,
1995. Madras, India.

TCDD, endrin and lindane induced increases in lipid metabolites in maternal
sera and amniotic fluids of pregnant C57BL/6J and DBA/2J mice. E.A.
Hassoun, D. Bagchi and S.J. Stohs. Society of Toxicology, 1996. Anaheim,
CA.

In vitro free radical production in human keratinocytes induced by smokeless
tobacco extract (STE). M. Bagchi, C. Kuzynski, E.A. Patterson, L. Tang, D.
Bagchi and S.J. Stohs. Society of Toxicology, 1996. Anaheim, CA.

Cadmium and chromium induced oxidative stress and programmed cell death
in cultured J774A.1 macrophage cells. M.X. Tran, S.J. Stohs, S. Newton, D.
Bagchi, M. Bagchi, L. Tang and S.D. Ray. Society of Toxicology, 1996.
Anaheim, CA.

Comparative in vitro and in vivo protein kinase C activation by selected
pesticides and transition metal salts. S.J. Stohs, D. Bagchi, M. Bagchi and L.
Tang. Society of Toxicology, 1996. Anaheim, CA.

Effects of vitamin E succinate (VES) on naphthalene-induced hepatic and
brain lipid peroxidation, DNA single strand breaks, glutathione depletion,
membrane microviscosity and excretion of urinary lipid metabolites in rats. D.
Bagchi, P.J. Vuchetich, M. Bagchi, E.A. Hassoun, L. Tang and S.J. Stohs.
Society of Toxicology, 1996. Anaheim, CA.

Effects of chronic administration of sodium dichromate [Cr(VI)] and cadmium
chloride [Cd(ll)] to rats on the excretion of urinary lipid metabolites and
production of mitochondrial and microsomal lipid peroxidation. P.J.
Vuchetich, D. Bagchi, M. Bagchi, M. Tran and S.J. Stohs. Society of
Toxicology, 1996. Anaheim, CA.

Protective effects of zinc salts on TPA-induced hepatic and brain lipid
peroxidation, glutathione depletion, DNA fragmentation, and peritoneal
macrophage activation in female Swiss-Webster mice. D. Bagchi, P.J.
Vuchetich, M. Bagchi, M. Tran, L. Tang, R. Krohn and S.J. Stohs. American
Society of Pharmacology and Experimental Therapeutics, 1996. Washington,
DC.

Oxidative stress and programmed cell death of cultured J774A.1 macrophage
cells in association with cadmium and chromium ions. D. Bagchi, M.X. Tran,
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170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

S.J. Stohs, S. Newton, M. Bagchi, L. Tang and S.D. Ray. Conference on
Advances in Toxicology and Applications to Risk Assessment, 1996. Dayton,
OH.

Comparative in vitro and in vivo free radical scavenging abilities of selected
zinc salts and antioxidants. D. Bagchi, P. Vuchetich, M. Bagchi, R.P.
Scheckenbach and S.J. Stohs. Annual Meeting of the American College of
Nutrition, 1996. San Francisco, CA.

Age-related changes in lipid peroxidation and antioxidant defense in Fischer
344 rats. M. Bagchi, D. Bagchi, E.B. Patterson, L. Tang and S.J. Stohs.
American Aging Association Annual Meeting, 1996. San Francisco, CA.

Protection against chemically-induced oxidative gastrointestinal tissue injury
in rats by bismuth salts. D. Bagchi, O.R. Carryl, P.J. Vuchetich, M. Bagchi, L.
Tang, M.X. Tran and S.J. Stohs. American College of Gastroenterology
Annual Meeting, 1996. Washington, DC.

Naphthalene-induced oxidative stress and DNA damage in cultured
macrophage J774A.1 cells. S.J. Stohs, M. Bagchi, J. Balmori and D. Bagchi.
Society of Toxicology, 1997. Cincinnati, OH.

Cadmium and chromium induced oxidative stress and apoptotic cell death in
cultured human chronic myelogenous leukemic K562 cells. D. Bagchi, S.S.
Joshi, C. Kuszynski, M. Bagchi and S.J. Stohs. Society of toxicology, 1997.
Cincinnati, OH.

Helicobacter pylori-induced oxidative stress in DNA damage in normal human
gastric cells. B. Buchanan, D. Bagchi, T.R. McGinn, M. Bagchi and S.J.
Stohs. Society of Toxicology, 1997. Cincinnati, OH.

Effect of smokeless tobacco extract (STE) on DNA cell cycle analysis,
apoptosis and lipid peroxidation in human oral keratinocytes. M. Bagchi, C.
Kuszynski, D. Bagchi, P.T. Saini and S.J. Stohs. Society of Toxicology,
1997. Cincinnati, OH.

Creighton University's Non-traditional Doctor of Pharmacy degree offering.
K.R. Keefner and S.J. Stohs. American Association of Colleges of
Pharmacy, 1997. Washington, DC.

Protection against chemically-induced oxidative injury in human gastric
mucosal cells by bismuth subsalicylate (BSS). D. Bagchi, O.R. Carryl, M.X.
Tran, R.L. Krohn, M. Bagchi, A. Garg, D.J. Bagchi and S.J. Stohs. Annual
Meeting of the American College of Gastroenterology, 1997. Chicago, IL.

Clinical doctoral programs in physical therapy and occupational therapy. S.J.
Stohs, A.J. Threlkeld and C. Peyton. World Congress on Allied Health, 1997.
Telford, England.
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180.

181.

182.

183.

184.

185.

186.

187.

188.

Modulation of intracellular oxidized states in cultured J774A.1 macrophage
cells and neuroactive PC-12 cells by a grape seed proanthocyanidin extract.
D. Bagchi, M. Bagchi, J. Balmoori, C.A. Kuszynski and S.J. Stohs. Annual
Meeting of the American College of Nutrition, 1997. New York, NY.

Protective role of Clarithromycin against Helicobacter pylori-induced oxidative
stress and DNA damage in human gastric cells. T.R. McGinn, B. Buchanan,
D. Bagchi, M. Hutzler and S.J. Stohs. Annual Meeting of the American
College of Gastroenterology, 1997. Chicago, IL.

Protective effects of vitamins C and E, and a grape seed proanthocyanidin
extract (GSPE) on smokeless tobacco-induced oxidative stress and apoptotic
cell death in human oral keratinocytes. M. Bagchi, J. Balmoori, D. Bagchi, C.
Kuszynski and S.J. Stohs. Annual Meeting of the Oxygen Society, 1997.
San Francisco, CA.

Comparative in vitro and in vivo free radical scavenging abilities of a novel
grape seed proanthocyanidin extract and selected antioxidants. S.J. Stohs,
R.P. Scheckenbach, R.L. Krohn, J. Balmoori, M. Bagchi, C.A. Kuszynski, A.
Garg and D. Bagchi. International Symposium on Stress Adaptation,
Prophylaxis and Treatment, 1998. Calcutta, India.

Acute and chronic stress-induced oxidative gastrointestinal mucosal injury in
rats, and protection by bismuth subsalicylate (BSS). D. Bagchi, C.B.
Williams, M. Milnes, R.L. Krohn, M. Bagchi, J. Balmoori, X. Ye, M.X. Tran,
S.J. Stohs, O.R. Carryl and S. Mitra. Digestive Disease Week, 1998. New
Orleans, LA.

Mechanism of gastroprotection by bismuth subsalicylate against chemically-
induced oxidative injury in human gastric mucosal cells. D. Bagchi, T.R.
McGinn, X. Ye, J. Balmoori, M. Bagchi, S.J. Stohs, O.R. Carryl and S. Mitra.
Digestive Disease Week, 1998. New Orleans, LA.

The cytotoxic effects of a novel grape seed proanthocyanidin extract on
cultured human cancer cells. S.S. Joshi, X. Ye, W. Liu, M. Bagchi, H.G.
Preuss, D. Bagchi and S.J. Stohs. American Association for Cancer
Research, 1998. New Orleans, LA.

Cytotoxicity of a novel grape seed proanthocyanidin extract against selected
human cancer cells. S.S. Joshi, X. Ye, W. Liu, M. Bagchi, H.G. Preuss, D.
Bagchi and S.J. Stohs. Second International Conference on Natural
Antioxidants and Anticarcinogens in Nutrition, Health and Disease, 1998.
Helsinki, Finland.

In_vitro and in_vivo free radical scavenging abilities of a grape seed
proanthocyanidin extract and selected antioxidants. D. Bagchi, R.L. Krohn, J.
Balmoori, M. Bagchi, C.A. Kuszynski, A. Garg and S.J. Stohs. Second
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International Conference on Natural Antioxidants and Anticarcinogens in
Nutrition, Health and Disease, 1998. Helsinki, Finland.

189. Smokeless tobacco-induced oxidative stress, DNA damage and apoptotic cell

194.

195.

196.

197.

death in human oral keratinocytes, and protection by antioxidants. D. Bagchi,
M. Bagchi, S.S. Joshi, J. Balmoori, C. Kuszynski and S.J. Stohs. The Gordon
Conference, 1998. Newport, RI.

190. Acute and chronic stress-induced gastrointestinal injury in rats, protection by

a novel grape seed proanthocyanidin extract (GSPE). M. Bagchi, C.B.
Williams, M. Milnes, J. Balmoori, X. Ye, D. Bagchi and S.J. Stohs. Annual
Meeting of the Oxygen Society, 1998. Washington, DC.

191. Role of oxidative stress in the chronic toxicity of TCDD in C57BL/6J

female mice. N.Z. Alsharif, L. Tang, E. Hassoun, T. ElI Metwally, C.
Pedersen, M. Shara, and S.J. Stohs. Society of Toxicology, 1999. New
Orleans, LA.

192. Role of p53 tumor suppressor gene in the toxicity of TCDD, endrin,

naphthalene and chromium (V1) in the liver and brain tissues of mice. D.
Bagchi, J. Balmoori, M. Bagchi, X. Ye, C.B. Williams, and S.J. Stohs.
Society of Toxicology, 1999. New Orleans, LA

193. Smokeless Tobacco Induced Modulation of p53 Gene and Protective Effect

of Antioxidants. M. Bagchi, S.S. Joshi, D. Bagchi, X. Ye, and S.J. Stohs.
Society of Toxicology, 1999. New Orleans, LA.

Free Radicals and Grape Seed Proanthocyanidin Extract: Importance in
Human Health and Disease. D. Bagchi, M. Bagchi, and S.J. Stohs.
Conference on Emerging Potentials of Antioxidant Therapy, 1999. Goa,
India.

Effective Integration of Laptop Computers in Classroom and Clerkship Sites and
Creighton University. S.E. Ohia, G. G. Glynn, M. C. Makoid, M.S. Monaghan,
and S.J. Stohs. A.A.C.P. Annual Meeting, 2000. San Diego, CA.

Protective effects of vitamins C and E and a novel grapeseed proanthocynadin
extract on smokeless tobacco induced oxidative stress and modulation of Bcl-2,
p53 and c-myc genes. M. Bagchi, S.S. Joshi, D. Bagchi, X. Ye, and S.J. Stohs.
SFRR Europe Winter Meeting, 1999. Dinard, France.

Role of p53 tumor suppressor gene in chromium (VI)-induced oxidative stress
and DNA damage. D.Bagchi, M. Bagchi, and S.J. Stohs. Conference on
Molecular Mechanisms of Metal Toxicity and Carcinogenesis, National Institute
of Occupational Safety and Health, 2000. Morgantown, WV.
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198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

Comparative toxicological evaluation of chromium polynicotinate and chromium
picolinate. M. Bagchi, P. Lim, S.J. Stohs, H. Preuss and D. Bagchi. Society of
Toxicology, 2001. San Francisco, CA.

Beneficial Effects of a Novel Niacin Bound Chromium in Athletes and
Hypercholesterolemic Patients. M. Bagchi, H. Preuss, P. Lim, S.J. Stohs and D.
Bagchi. International Congress of Toxicology, 2001. Brisbane, Australia.

Entry-Level Professional Doctoral Programs in Physical Therapy and
Occupational Therapy at Creighton University. S. J. Stohs, A. J. Threlkeld, and
R. Padilla. World Congress Il of Health Professions, 2001. San Juan, Puerto
Rico.

Transitional (Post-Professional) Web-Based Clinical Doctoral Programs in
Physical Therapy and Occupational Therapy at Creighton University. S. J.
Stohs, G. Jensen, B. Coppard, A. J. Threlkeld, and R. Padilla. World Congress
[Il of Health Professions, 2001. San Juan, Puerto Rico.

Grape seed proanthocyanidins as novel dietary antioxidants. D. Bagchi, H.G.
Preuss, M. Bagchi and S.J. Stohs. European Society for Free Radical Research,
2001. Rome, Italy.

Oxidative stress and toxicity. S.J. Stohs. Central States Society of Toxicology,
2001. Kansas City, MO.

Who owns intellectual property associated with web-based courses? S.J. Stohs
and G.D. Jahn. American Assocation of Colleges of Pharmacy Annual Meeting,
2001. Toronto, Canada.

Entry-level and a post-professional clinical doctoral programs in occupational
therapy (OTD). S.J. Stohs, R. Padilla, B. Coppard, and C. Royeen. World
Congress of Occupational Therapists, 2002. Stockholm, Sweden.

Antimicrobial effects of natural antioxidants on Helicobacter pylori. A. Chatterjee,
D. Bagchi, T. Yasmin and S.J. Stohs. Infectious Diseases Society of American
Annual Meeting, 2002. Chicago, IL.

Entry level and post-professional doctoral programs in physical therapy (DPT)
and occupational therapy (OTD) at Creighton University. S.J. Stohs, R. Padilla,
and R. Sandstrom. Association of Schools of Allied Health Professions, 2002.
San Diego, CA.

A 90-day chronic toxicity study of a novel natural (-) — Hydroxycitric acid from
Garcinia cambogia. S.E. Ohia, S.J. Stohs, M. Shara, T. Hossain, A. Chatterjee,
M. Bagchi and D. Bagchi. Society of Toxicology, 2003. Salt Lake City, UT.

Invivo exposure to an ephedra containing metabolic nutrition system does not
alter serum biochemistry and histopathology of seven vital target organs of
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210.

211.

212.

213.

214.

215.

216.

217.

218.

219.

B6C3F1 mice. S. Stohs, S. Gross, C. Patel, R. Hackman and S. Ray. Society of
Toxicology, 2003. Salt Lake City, UT.

Prior exposure of Helicobacter pylori to bile salts and sodium chloride increases
susceptibility to clarithromycin. A. Chatterjee, T. Yasmin, A. Hossain, D. Bagchi
and S. Stohs. American Society of Microbilogy, 2003. Washington, DC.

Mechanisms of cell death after acetaminophen overdose: Apoptosis or oncotic
necrosis? S.D. Ray, S. Gross, A. Chou, C. Brucculeri, D. Bagchi and S. Stohs.
Experimental Biology Annual Meeting, 2003, San Diego, CA.

Entry-level and post-professional clinical doctoral programs in physical therapy
(DPT): an administrative perspective. S.J. Stohs, G.M. Jensen, C. Goulet and
R.W. Sandstrom. World Conference on Physical Therapy, 2003. Barcelona,
Spain.

The effects of hydroxycitric acid extract and fluoxetine on rat brain cortex
neurotransmitters after 30, 60 and 90 days treatment. M. Shara., S.J. Stohs, D.
Bagchi, M. Bagchi and S. Ohia. Society of Toxicology, 2004. Baltimore, MD.

Exposure for one year to a metabolic nutrition system containing ephedra and
caffeine does not alter serum chemistry profile or target organ histopathology of
B6 C3 F1 mice. S.D. Ray, S. Stohs and R. Hackman. Society of Toxicology,
2004. Baltimore, MD.

Safety of a novel, natural extract of hydroxycitric acid, a supplement for weight
management. D. Bagchi, M. Shara, S. E. Ohia, T. Yasmin, M. Bagchi, A.
Chatterjee, and S.J. Stohs. Society of Toxicology, 2004. Baltimore, MD.

Citrus aurantium: Safe and effective in weight management? S.J. Stohs, D.
Bagchi and H. Preuss. Society of Free Radicals Research, 2004. Tamil Nadu,
India.

Citrus fruits in weight management: case studies — safety and efficacy of Citrus
aurantium (bitter orange). S.J. Stohs and H.G. Preuss. WorldNutra 2004, San
Francisco, CA.

Four-week exposure to a novel nutritional mixer containing a series of
polyphenolic phytochemicals antagonizes acetaminophen-induced hepatotoxicity
in vivo. S.J. Stohs, A.Nagori, A. Naqgvi, N.Shah and S.D. Ray. Society of
Toxicology, 2005. New Orleans, LA.

Activation of endonuclease or caspase-activated DNASE (CAD) as a marker of
apoptosis rather than necrosis in drug- or chemical-induced oncosis in vivo. S.D.
Ray, S. Stohs and G. B. Corcoran. Society of Toxicology, 2005. New Orleans,
LA.
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220.

221.

222.

223.

224.

225.

226.

227.

228.

229.

230.

231.

Development of web-based programs/pathways from an administrative
perspective. S.J. Stohs. Symposium on the Virtual Frontier, 2005. Omaha, NE.

Selected nutrients in muscle atrophy and advancing age-related disorders. S.J.
Stohs. WorldNutra 2005. Anaheim, CA.

Glycemic index: Impact on diabetes and metabolic syndrome. S.J. Stohs,
WorldNutra 2006. Reno, NV.

In vivo exposure effects of a complex metabolic nutrition system on serum
chemistry and histopathology: A one-year safety and efficacy study. S.D. Ray, J.
Rathod, D. Zinkovsky, E.Bulku, S. Ismail, J. Gigliotti, R. Hackman and S. Stohs.
American College of Nutrition, 2006. Reno, NV.

Long-term exposure effects of a novel phytochemical-nutraceutical mixture
(metabolic nutrition system — platinum) on serum biochemistry and
histopathology of seven vital target organs of B6 C3 F1 mice. S.D. Ray, S. Patel,
J. Rathod, N. Patel, E. Bulku, D. Zinkovsky, R.M. Hackman and S.J. Stohs.
Society of Toxicology, 2006. San Diego, CA.

Eight-week exposure effects of a novel dietary supplement — ThermoPlus on
serum biochemistry and histopathology of vital target organs of fisher rats. S.D.
Ray, M. Parmar, D. Zinkovsky, I. Syed, J. Rathod, K. Sajh, R.M. Hackman and
S.J. Stohs. Society of Toxicology, 2007. Charlotte, NC.

Importance of proper hydration: A novel rehydration drink supported by research
studies. S.J. Stohs, P. Snell, R. Ward and C. Kandaswami. Institute for Food
Technology, 2007. Chicago, IL.

Dietary supplement ThermoPlus reduces the level of oxidative stress and
stabilizes the genomic integrity in the liver and kidneys of fisher 334 rats. S.D.
Ray, E. Bulko, M. Parmar, I. Syed, C. Patel, S. Bhatt, R.M. Hackman and S.J.
Stohs. American College of Nutrition, 2007. Orlando, FL.

The AdvoCare experience in monitoring adverse events. S.J. Stohs and T.
Dollar. American College of Nutrition, 2007. Orlando, FL.

Effects of an adaptogen-based supplement (A-Supreme) on stress parameters in
healthy volunteers. M. Shara, S. J. Stohs and E. Kakish. American College of
Nutrition, 2008. Arlington, VA.

Safety evaluation of Super CitriMax (HCA-SX), a natural extract of (-)-
hydroxycitric acid derived from Garcinia cambogia. S. J. Stohs, S. E. Ohia, H. G.
Preuss, M. Bagchi, F. C. Lau, and D. Bagchi. American College of Nutrition,
2009, Orlando, FL.

Are non-nutritive sweeteners as safe as sugar? S. J. Stohs. American College
of Nutrition, 2009, Orlando, FL.
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232. Efficacy and safety of Super CitriMax(HCA-SX), a novel weight loss supplement
derived from Garcinia cambogia. International Society for Nutraceuticals and
Functional Foods, 2009, San Francisco, CA

233. p-Synephrine safety study: A randomized clinical study. M. Shara and S. J.
Stohs. American College of Nutrition, 2011, Morristown, NJ.

234. Nutritional supplements in the surgical patient. S. J. Stohs, S. J. Dudrick.
American college of Nutrition, 2011, Morristown, NJ.

235. 60 Day human double blind, placebo-controlled safety study on Citrus aurantium
(bitter orange) extract. S. J. Stohs, G. R. Kaats, H. Miller, H. G. Preuss.
American College of Nutrition. 2012. Morristown, NJ.

236. Review of the safety and efficacy of banaba and bitter orange extracts. S. J.
Stohs. International Society for Nutraceuticals and Functional Foods, 2012.
Kona, Hawaii

237. Review of the safety and efficacy of banaba and bitter orange extracts. S. J.
Stohs. International Society for Nutraceuticals and Functional Foods, 2012.
Kona, Hawaii.

238. Nutraceuticals and Dietary Supplements in enhanced sports performance.
S.J.Stohs. Institute of Food Technicians, 2014, New Orleans, LA

239. Role of Dietary Supplements in Disease Prevention and Management. S. J.
Stohs, Fourth International Meeting of Pharmacy and Pharmaceutical Sciences,
2014, Istanbul, Turkey.

240. Major changes in clinical pharmacy education and practice. S.J.Stohs. Fourth
International Meeting of Pharmacy and Pharmaceutical Sciences, 2014, Istanbul,
Turkey.

241. The effects of supplementation with Advantra Z alone and in the combination
with caffeine on lypolytic and cardiovascular responses during resistance
exercise. N.A. Ratamess, J. A. Bush, W.J. Kraemer, S. J. Stohs, V. G. Nocera,
M. D. Leise, K. B. diamond, L. Pigott, J. Pacifico, C. Noonan, A.D. Faigenbaum.
International Society of Sports Nutrition. 2015. Austin, TX.

242. Effect of p-synephrine and caffeine supplementation on metabolic responses
during heavy resistance exercise. J.A. bush, N>D. Ratamess, J. Kang, W.J.
Kraemer, S.J. Stohs, V.G. Nocera, M.D. Leise, K.B. Diamond, L. Pigott, J.
Pacifico, C. Noonan, A.D. Fagenbaum. National Strength and Conditioning
Association. 2015. Orlando, FL.

COURSES DEVELOPED:
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Pharmaceutical Biochemistry, 6 cr

Clinical Chemistry and Biochemistry, 2 cr
Chemotherapy and Immunotherapy, 4 cr
Immunologic Systems of Defense, 2 cr
Introduction to Nutrition and Diet Therapy, 2 cr
Basic Life Support for Pharmacists, 1 cr

Drug Metabolism and Disposition, 2 cr
Research Design and Biostatistics, 3 cr

TEACHING INTERESTS:

Clinical education and nutrition; toxicology; food and nutritional toxicology.
chemotherapy; drug metabolism; clinical chemistry and biochemistry; biochemistry.

RESEARCH INTERESTS:

Clinical nutrition; extrahepatic drug metabolism; enzyme induction; xenobiotic
metabolism in normal and disease states; drug toxicity as a function of age;
glutathione metabolism; role of oxidative stress in xenobiotic toxicology;
biochemistry of heavy metal toxicity; chemical carcinogenesis; dietary supplement
safety and efficacy.

EDUCATIONAL AND SCIENTIFIC CONFERENCES ATTENDED:

American Society of Pharmacognosy (ASP)-Boulder, CO, 1960; Houston, TX, 1961;
Chapel Hill, NC 1963; Minneapolis, MN 1966; Corvallis, OR, 1969; Columbus, OH,
1972; Jekyll Island, GA, 1973; Chicago, IL, 1974; Seattle, WA 1977.

Academy of Pharmaceutical Sciences - San Francisco, CA, 1971; Houston, TX, 1972,
Chicago, IL, 1974; San Francisco, CA, 1975; Montreal, Canada, 1978; Kansas
City, MO, 1979; Minneapolis, MN, 1985.

Federation of American Societies of Experimental Biology - Chicago, IL, 1967; Atlantic
City, NH, 1968; Atlantic City, NJ, 1970; Chicago, IL, 1977; Dallas, TX, 1979;
Anaheim, CA, 1980; Chicago, IL, 1983; St. Louis, MO, 1984; New Orleans, LA,
1989.

Nebraska Pharmacists Association - Omaha, 1962; Lincoln, 1964; Lincoln, 1973;
Omaha, 1985; Kearney, 1989, 1990, 1991, 1992, 1993, 1994; Grand Island, 1995;
Lincoln, 1996; Grand Island, 1997, 1998, 1999, 2000, 2002.

International Plant Tissue Culture Conference, State College, PA, 1963.

Sigma Xi Symposium on Mind Altering Drugs, Lincoln, NE 1970.
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American Association of Colleges of Pharmacy - Columbus, OH, 1972; Seattle, WA,
1977; Orlando, FL, 1978; Denver, CO, 1979; Boston, MA, 1980; Scottsdale, AR,
1981; Washington, DC, 1983; Portland, OR, 1989; Salt Lake City, UT, 1990;
Boston, MA, 1991; Jacksonville, FL, 1992; Washington, DC, 1992; Arlington, VA,
1993; Hilton Head, SC, 1994; Albuquerque, NM, 1994; Washington, DC, 1995;
Philadelphia, 1995; Anaheim, CA, 1996; Reno, NV, 1996; Washington, DC, 1997;
Indianapolis, IN, 1997; Savannah, GA, 1998; Snowmass, CO, 1998; Washington,
DC, 1998; Washington, D.C., 1999; Richmond, VA, 2000; San Diego, CA, 2000;
Toronto, Canada, 2001; Toronto, CA, 2001; San Francisco, CA, 2001, Houston,
TX, 2002; Kansas City, MO, 2002.

AACP Board of Directors Meeting - Snowmass, CO, 1998; Boston, MA, 1999;
Washington, D.C., 1999; Richmond, VA, 2000; San Diego, CA, 2000.

Governor's Workshop on Drug Abuse, Lincoln, NE, 1970.

West-Central States Biochemistry Conference - Manhattan, KS, 1970; Lawrence, KS,
1971; lowa City, IA 1972.

Drug Abuse Education Workshop for Educators, Lincoln, NE, 1971.
University of Nebraska Management Conference, Lincoln, NE, 1971.
Midwest Regional American Chemical Society Meeting, October, 1973, Lawrence, KS.

Steroid Symposium of the American Oil Chemists Society, September, 1973,
Philadelphia, PA.

Nebraska Society of Hospital Pharmacists' Symposium on Clinical Pharmacy, Omaha,
NE, 1975.

International Congress of Pharmacology, Helsinki, Finland, 1975; London, England,
1984.

International Conference on Drug Metabolism and Disposition, Turku, Finland, 1975.

International Conference for Research on Medicinal Plants, Munich, West
Germany, 1976.

Symposium on "The Pharmacists' Role in the Management of the Hypertensive Patient"
sponsored by the Greater Omaha Pharmaceutical Association, Omaha, NE, 1977.

Scientific Sessions of the Annual Nebraska Heart Association Conference, Omaha, NE,
1977.

International Symposium on Microsomes and Drug Oxidations, Ann Arbor, MI, 1978;
Brighton, England, 1984.
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Symposium on Vitamins: Nutritional Use and Abuse, University of Nebraska Medical
Center, Omaha, NE, 1978.

National Sigma Xi Meeting, Toronto, Canada, 1983.

International Symposium on Foreign Compound Metabolism, West Palm Beach,
FL, 1983.

National Research Forum on Aging, Lincoln, NE, 1984.

Cold Spring Harbor Laboratory Conference on the Biological Mechanisms of Dioxin
Action, Cold Spring Harbor, NY, 1984.

Free Radicals, Pathology and Aging, San Diego, CA, 1985.

Society of Toxicology, San Diego, CA, 1982, 1985; New Orleans, LA, 1986;
Washington, D.C., 1987; Dallas, TX, 1988; Atlanta, GA, 1989; Miami, FL, 1990;
Dallas, TX, 1991; Seattle, WA, 1992; New Orleans, LA, 1993; Dallas, TX, 1994;
Anaheim, CA, 1996; Cincinnati, OH, 1997; Seattle, WA, 1998; New Orleans, LA
1999; Philadelphia, PA, 2000; Salt Lake City, UT, 2003; Baltimore, MD, 2004; New
Orleans, LA, 2005; San Diego, CA, 2006; Charlotte, NC, 2007.

International Symposium on Biological Reactive Intermediates, Baltimore, MD, 1985;
Tucson, AZ, 1990.

International Congress of Biomedical Gerontology, New York, NY, 1985.
Third Tokyo Symposium on Liver and Aging, Tokyo, Japan, 1986.
Symposium on Frontiers in Aging, Tokyo, Japan, 1986.

Genetic Screening in the Workplace, Omaha, NE, 1986.

International Society for the Study of Xenobiotics, Clearwater, FL, 1987.

19th Annual Magnetic Resonance Conference, NIEHS, Research Triangle Park, NC,
1987.

Tenth International Conference on Organohalogen Compounds, Bayreuth, Federal
Republic of Germany, 1990.

Central States Society of Toxicology, Lawrence, KS, 1990; Kansas City, MO, 1992;
Omaha, NE, 1993; Kansas City, MO, 1994.

National Association of Retail Druggists, Baltimore, MD, 1991; Seattle, WA, 1992;
Boston, MA, 1994.
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American Association of Health-System Pharmacists, New Orleans, LA, 1991; Las
Vegas, NV, 1995; New Orleans, LA, 1996; Atlanta, GA, 1997; Las Vegas, NV,
1998; Orlando, FL, 1999; Las Vegas, NV, 2000; New Orleans, LA, 2001; Atlanta,
GA, 2002.

International Conference on Dioxins, Chaired Session on Role of Hormones, Research
Triangle Park, NC, 1991.

Jesuit Conference on Collaboration, Spokane, WA, 1992.

American Pharmaceutical Association, Dallas, TX, 1993; Seattle, WA, 1994; Miami, FL,
1998; San Antonio, TX 1999; Washington, D.C., 2000; San Francisco, CA, 2001;
Philadelphia, PA, 2002; Seattle, WA, 2004.

Glaxo/AACP Dean's Leadership Institute, Durham, NC, 1993.

American Physical Therapy Association, Cincinnati, OH, 1993; Seattle, WA, 1999.

International Meeting on Pharmacy and Pharmaceutical Sciences, Istanbul, Turkey,
1994, 1998.

Association of Schools of Allied Health Professions, Galveston, TX, 1993; Richmond,
VA, 1994; Milwaukee, WI, 1995; Charleston, SC, 1996; San Diego, CA, 1998;
Atlanta, GA, 1999, Norfolk, VA, 2001; San Diego, CA, 2002.

Oxygen Radicals and Antioxidants in Biotechnology and Medicine, Calcutta, India,
1993.

Jesuit Higher Education in the Heartland, Chicago, IL, 1994; St. Louis, MO, 1997;
Omaha, NE, 2000.

American Occupational Therapy Association National Conference, Denver, CO, 1995;
Chicago, IL, 1996.

National Association of Chain Drug Stores Annual Conference, Palm Beach, FL, 1995;
Maui, HI, 1996; Palm Beach, FL, 1998; Palm Beach, FL, 2000; Scottsdale, AZ,
2001; Palm Beach, FL, 2002, 2003.

Federation International Pharmaceutique, Stockholm, Sweden, 1995.

USP Open Conference on Botanicals for Medical and Dietary Uses: Standards and
Information Issues, Washington, DC, 1996.

International Symposium on the Damaging Effect of Oxidants in Cigarette Smoke,
Athens, Greece, 1997.

World Congress on Allied Health, Telford, England, 1997.
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Nebraska Minority Health Conference (Session Moderator), Omaha, NE, 1997.
American Association of Colleges of Pharmacy Institute, Leesburg, VA, 1998.
Annual Meeting of the Society for Neuroscience, Los Angeles, CA, 1998.
Annual Meeting of the Oxygen Society, Washington, DC, 1998.

Association of Schools of Allied Health Professions - Midwest Deans, Memphis, TN,
1999; Atlanta, GA, 1999.

American College of Nutrition, Washington, D.C., 1999; Las Vegas, NV, 2000; Kiawah
Island, SC, 2005; Reno, NV, 2006; Orlando, FL, 2007; Washington, DC, 2008;
Orlando, FL, 2009; Morristown, NJ, 2011, 2012; San Diego, CA, 2013; San
Antonio, TX 2014; Orlando, FL 2015.

Academic Organizational Approaches to Transforming Health Science Education -
Northeastern University, Boston, MA, 2000.

World Allied Health Congress, San Juan, Puerto Rico, 2001.
Rite-Aid Educational Connection Conference, Philadelphia, PA, 2001.
World Congress lll of Health Professions, San Juan, Puerto Rico, 2001.

Midwest Health Science Deans Occupational Therapy Research Conference, Omaha,
NE, 2002, 2003.

World Conference of Occupational Therapists, Stockholm, Sweden, 2002.
World Conference on Physical Therapy, Barcelona, Spain, 2003.

Supply Side West, Ahaheim, California, 2004; 2005; 2006; 2007.

NNFA Natural Foods Convention, Las Vegas, Nevada, 2004.

The Virtual Frontier: Developing and Delivering Health Science Education from a
Distance, Omaha, NE, 2005.

WorldNutra Conference, Anaheim, CA, 2005; Reno, NV, 2006.

International Society for Nutraceutical and Functional Foods Conference, San
Francisco, CA, 2009; Kona, Hawaii, 2012.

Board for the Certification of Nutrition Specialists: Fredericksburg, VA 2010; Chicago, IL
2012, 2013, 2014, 2015.

International Society for Sports Nutrition: Austin, TX 2014.
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International Meeting of Pharmacy and Pharmaceutical Sciences, Istanbul, Turkey,
1999, 2002, 2014.

Natural Products Expo, Las Vegas, NV 2013; 2015, 2016

INVITED PAPERS, PRESENTATIONS AND SEMINARS:

1.

10.

11.

Over 40 speaking engagements since 1968 to a wide range of civic, social,
educational and professional groups on the non-medical use of drugs, and
over 100 speaking engagements since 1998 regarding the use of
nutraceuticals in health, wellness, weight loss and sports performance.

Sigma Xi: Symposium, Center for Continuing Education, University of
Nebraska, 1970. "Mind Altering Drugs - Actions and Reactions".

Presented a seminar to the College of Pharmacy, University of Pittsburgh on
"Steroid Metabolism by Plant Tissue Homogenates", July 1970.

Regional Drug Abuse Education Workshop for Educators, Wesleyan
University, October 1970. "Commonly Misused Drugs".

Hastings College, Interim Course on Drugs, January, 1971. "Pharmacology,
Toxicology, Biochemistry, and Chemistry of Hallucinogenic Drugs".

Presented a seminar to the School of Pharmacy, University of Washington on
"Metabolism of Steroids by Plant Tissue Cultures and Leaf Homogenates",
June 1971.

Youth Workshop in Drugs, July 1971. Center for Continuing Education,
"Pharmacology of Drugs".

Presented a seminar to the Department of Biochemistry, UNMC, on
"Cardenolide Metabolism", March 1972.

Presented a seminar to the Department of Food Science and Technology,
UNL, on "Labeling of Vitamin and Mineral Preparations", April 1974.

Central States Branch Tissue Culture Association, Inc., Lincoln, Nebraska,
April, 1974. "Plant Tissue Culture Methods and Applications".

American Oil Chemists Society Steroid Symposium, Philadelphia,
Pennsylvania, October 1974. "Plant Tissue Culture Sterols and Sterol
Metabolism".
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12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Presented a seminar to the Department of Pharmacology, University of
Nebraska Medical Center entitled "Cardenolide Metabolism and the Influence
of Enzyme Induction", December 1974.

Presented a seminar to the College of Pharmacy, University of Minnesota on
"In Vitro Cardenolide Metabolism", April 1975.

Presented a seminar to Sandoz Toxicology Laboratories, Basle, Switzerland
entitled "Stability of Mixed Function Oxygenases", August 1975.

Presented a seminar to the Karolinska Institute, Stockholm, Sweden entitled
"Some Drug Interactions of Cardiac Glycosides", November 1975.

International Congress for Research on Medicinal Plants, Munich, West
Germany, September 1976. "Metabolism of Steroids by Plant Tissue
Cultures".

Presented a seminar to the faculty of UNMC entitled "Isolation of Intestinal
Microsomes and Their Metabolism of Xenobiotics", September 1976.

Presented a seminar to the faculty of UNMC, November 1976. "Xenobiotic
Metabolism by Isolated Intestinal Epithelial Cells."

Presented a seminar to the Student American Pharmaceutical Association on
"Pharmacy in Sweden", December 1976.

Presented a seminar to the Department of Biochemistry, lowa State
University, January 1977. "Metabolism of Xenobiotics by Intestinal
Microsomes and Cells".

Presented a seminar to the Institute on Aging, University of Nebraska,
October 1978. "Tissue Glutathione Levels in Mice as a Function of Age".

Participant in Symposium on Vitamins and Nutrition, October 1978.
Presentation on "Vitamins: Current Research and Controversy".

Presented a seminar to the College of Pharmacy, University of Minnesota on
"Xenobiotic Metabolism in Streptozotocin-Diabetic Rats". December 1978.

American Association of Colleges of Pharmacy, Denver, Colorado, July,
1979. Symposium presentation entitled "Impact of Clinical Pharmacy on
Biological Sciences Instruction: Course Offerings and Student Qualifications."

Presented a seminar to the Department of Pharmacology, UNMC, October
1979. "Effects of Various Hormonal Factors on Hepatic and Extrahepatic
Mixed Function Monoxygenases."
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26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Presented a seminar to the Eppley Institute, UNMC, March 1980. "Studies
on Hormonal Factors Influencing the Regulation of Xenobiotic Metabolism".

American Association of Colleges of Pharmacy, Boston, Massachusetts, July
1980. Symposium presentation entitled, "Concurrent M.S. - Pharm. D.
Program at the University of Nebraska".

Presented a seminar to the College of Pharmacy, Yarmouk University, Irbid,
Jordan, July 1981 on "Drug and Glutathione Metabolism as a Function of
Age".

A discussion of "The Effect of Medication on Sexual Functioning" at
Immanuel Medical Center symposium on "Sexuality and the Disabled
Person", Omaha, Nebraska, September 1981.

A lecture to the sophomore medical students, UNMC, in the course on
Perspectives on Aging. Lecture entitled "Drugs: metabolism and distribution
in the aging person", October, 1981, 1982, 1983, 1984.

A seminar presented to the Department of Biochemistry, Creighton
University, November, 1981. "Changes in Glutathione and Xenobiotic
Metabolism Relative to Age".

A symposium lecture entitled "Vitamins, Pseudovitamins, and Non-vitamins"
given at the 6th annual Dorsey Symposium, Lincoln, Nebraska, September
1982.

Lipid Peroxidation as a Possible Cause of TCDD Toxicity, Eppley Institute,
UNMC, April 1983.

Role of Glutathione Peroxidase in TCDD Toxicity, Eppley Institute, UNMC,
March 1984.

Induction of Lipid Peroxidation and Inhibition of Glutathione Peroxidase by
TCDD. Banbury Conference on the Biological Mechanisms of Dioxin Action,
Cold Spring Harbor, New York, April 1984.

A seminar presented to the Chemistry Department, South Dakota State
University, October 1984, on "The Human and Animal Toxicity of TCDD".

A seminar presented to the Lincoln Branch of the Nebraska Affiliate of the
American Heart Association, October 1984, on "The Myocardial Effects of
TCDD".

A seminar presented to Nebraska Wesleyan University, November 1984, on
"Lipid Peroxidation, Glutathione Peroxidase and TCDD Toxicity".
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39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

Invited speaker at workshop on "Free Radicals, Pathology and Aging", San
Diego, California, February 1985. Co-sponsored by the National Institute on
Aging and University of California, San Diego. Topic of presentation
"Glutathione, DNA Damage and Aging".

A seminar presented to the Department of Chemistry, University of Nebraska
at Omaha, March 1985, on "TCDD (Agent Orange) Toxicity".

Presented a program at UNMC on "Food Facts and Fallacies" as part of the
University Lunch and Learn Services, March 1985.

A seminar presented at the University of Wyoming on "The Roles of Lipid
Peroxidation, Hydrogen Peroxide and Glutathione Peroxidase in Dioxin
(TCDD) Toxicity", March 1985.

Lecture to the School of Pharmacy, Creighton University on "Graduate
Educational Opportunities in the Pharmaceutical Sciences", November 1985,
1986.

Invited speaker at the Third Tokyo Symposium on Liver and Aging
presentation on "The Role of Glutathione in Aging", August 1986.

Presentations to the Nebraska Pharmacists Association State Convention on
"The Percutaneous Absorption of lodochlorhydroxyquin". April 1986.

Invited speaker at Conference on Frontiers in Hepatic Aging, in Tokyo,
Japan. Presentation on "Glutathione, Free Radicals Antioxidants and Aging",
August 1986.

A seminar presented at Shionogi Pharmaceuticals Corporation in Osaka,
Japan on "The Role of Glutathione Metabolism in Aging", August 1986.

A seminar presented to the Departments of Life Sciences and Chemistry at
University of Kansas Medical Center on "Glutathione, Free Radicals,
Antioxidants and Aging", October 1986.

A seminar presented to the South Dakota State University on "Graduate
Studies in the Pharmaceutical Sciences", November 1986.

A seminar presented to Auburn University College of Pharmacy on "The Role
of Iron in TCDD-Induced Toxicity", February 1987.

A seminar presented at the National Institute of Environmental Health
Sciences on "Factors Involved in TCDD-Induced DNA Damage", November
1987.
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52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

A seminar presented at Burroughs Wellcome Co., Research Triangle Park,
N.C., entitled "The Roles of Iron and Free Radicals in the Hepatotoxicity of
TCDD", November 1987.

A seminar presented to the Department of Pharmacology, University of North
Carolina, entitled "Oxidative Stress and the Toxicity of TCDD", March 1988.

A seminar at the University of Montana on "Health Sciences Education: Past,
Present and Future", April 1988.

A seminar presented at the National Institute of Environmental Health
Sciences entitled "AHH Induction and Glucocorticoid Receptor Binding in
Skin and Liver of TCDD Treated Mice", June 1988.

A seminar presented at Smith Kline & French Laboratories, King of Prussia,
PA, entitled "Enzyme Induction and Oxidation Stress by TCDD", July 1988.

A seminar presented to the U.S. Army Research Laboratory at Fort Dietrick,
Frederick, MD, entitled "The Role of Free Radicals in Hepatotoxicity, and
Therapeutic Approaches", July 1988.

A presentation of Creighton University entitled "Employment Opportunities in
Academia for Pharmacists," 1988, 1989, 1990.

A seminar on "The Roles of Free Radicals in Toxicology and Disease"
presented at Grinnell College, lowa, November, 1988.

A seminar on "Free Radicals in Toxicology and Disease," Creighton
University Health Sciences Center, October, 1989.

A seminar on "Production of an Oxidative Stress by TCDD," National Institute
of Environmental Health Sciences, June, 1990.

A seminar on "Pharmacy Curriculum Development and Curricular Change,"
Marmara University, Istanbul, Turkey, November, 1991.

A seminar on "Pharmaceutical Care and the Clinical Practice of Pharmacy,"
Marmara University, Istanbul, Turkey, November, 1991.

A seminar entitled "The Importance of Bioavailability in Drug Treatment",
Hoffmann-LaRoche Pharmaceutical Company, Istanbul, Turkey, November,
1991.

A seminar on "Pharmacy Curriculum Development and the Clinical Practice
of Pharmacy," Ankara Pharmaceutical Society, Ankara, Turkey, November,
1991.
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66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

A seminar on "The Role of Free Radicals in Biology and Medicine," Ankara
University, Ankara, Turkey, November, 1991.

A seminar entitled "Reactive Oxygen Species in Toxicity and Disease,"
Department of Biochemistry, University of Delhi, Delhi, India, December,
1993.

An invited symposium speaker at the International Symposium on Oxygen
Radicals and Antioxidants in Biotechnology and Medicine, Calcutta, India,
December, 1993. The seminar topic presented was "Oxidative Mechanisms
in the Toxicity of Metal lons."

An invited presentation entitled "Hiring for Mission," presented at the Jesuit
Higher Education in the Heartland Conference, Chicago, IL, May, 1994.

A plenary lecture entitted "The Role of Free Radicals in Toxicity and
Disease," presented at the First International Meeting on Pharmacy and
Pharmaceutical Sciences, Istanbul, Turkey, September, 1994.

The keynote lecture entitled "Curricula for the Present and Future Practice of
Pharmacy" at the First International Meeting on Pharmacy and
Pharmaceutical Sciences, Istanbul, Turkey, September, 1994.

"Mechanisms associated with the toxicity of polyhalogenated cyclic
hydrocarbons and heavy metals," presented at the Air Force Office of
Scientific Research Predictive Toxicology Program Review, Fairborn, OH,
May, 1995.

"Considerations involving the establishment of a physician assistant
program," presented at the American Association of Colleges of Pharmacy,
Philadelphia, PA, July, 1995.

"Political, economic, professional and academic realities of our rapidly
evolving health care system," presented at the American Occupational
Therapy Association, Chicago, IL, April, 1996.

"Mechanisms associated with the toxicity of naphthalene, chromium and
cadmium," presented at the Air Force Office of Scientific Research Predictive
Toxicology Program Review, Fairborn, OH, December, 1996.

"Toxicity of metal ions in cigarette smoke," presented at the International
Symposium on Damaging Effects of the Oxidants in Cigarette Smoke,
Athens, Greece, January, 1997.

"The standardization of herbal products," presented at AdvoCare
International, Dallas, TX, July, 1998.
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78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

Invited participant at an American Physical Therapy Association Consensus
Conference on Clinical Doctoral Education, Washington, DC, July, 1998.

"Toxicity and carcinogenicity of tobacco products: Role of reactive oxygen
species and protective effects of antioxidants," presented at the Second
International Meeting on Pharmacy and Pharmaceutical Sciences, Istanbul,
Turkey, September, 1998.

"Successful Transition to the Clinical Doctorate", presented at the American
Physical Therapy Association, Seattle, WA, February, 1999.

“Free Radical Biology and Chemistry”, presented at the Society of
Toxicology, New Orleans, LA, March, 1999.

“‘Educational Requirements and Pharmacy Practice Expectations in the
United States”, presented at the Second International Clinical Pharmacy
Conference, Amman, Jordan, April, 1999.

A Seminar on “Recent Changes in Pharmacy Curricula in the USA” presented
at Jordan University for Women, Amman, Jordan, April, 1999.

A Seminar on “Role of Free Radicals and Oxidative Stress in Disease and
Toxicity” presented at Jordan University, Amman, Jordan, April, 1999.

A Seminar on “Toxicity and Carcingenicity of Tobacco Products” presented at
Jordan University, Amman, Jordan, April, 1999.

“Innovative Collaborative Rural Practice Initiative Among Native Americans in
Nebraska presented at NABP-AACP District 5 Meeting, Duluth, MN, August,
1999.

Stohs, S.J. and Threlkeld, A. J. The Entry-Level Clinical Doctoral Program in
Physical Therapy (DPT). American Physical Therapy Association, 1999.
Seattle, WA.

Invited speaker and panel member on a program entitled "The Impact of
Technology on Creighton University", Omaha, Nebraska, April, 2000.

A radio interview on KIOS "Healthwise" concerned with Medical and
Medication Errors, April, 2000.

Member of Organizing Committee for a Symposium entitled "Academic
Organizational Approaches to Transforming Health Science Education”. Also
chaired session, made a presentation, and served on a panel. Northwestern
University, Boston, MA, August, 2000.

"An Interdisciplinary Administrative Structure at Creighton University"
presented at the Academic Organizational Approaches to Transforming
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92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

Health Science Education Conference, Northeastern University, Boston, MA,
August, 2000.

Oxidative Stress and Toxicity. S. J. Stohs. Central States Society of
Toxicology, 2001. Kansas City, Missouri.

A radio interview on KFAB “Community Health Watch” on Bioterrorism,
Omaha, NE. October, 2001.

“Citrus Fruits in Weight Management: Case Studies — Safety and Efficacy of
Citrus aurauntium (bitter orange).” S.J. Stohs and H.G. Preuss. WorldNutra
2004 Conference, San Francisco, CA, October, 2004.

Invited speaker and panel member for a Symposium entitled, “The Virtual
Frontier: Developing and Delivering Health science Education from a
Distance.” Creighton University, Omaha, NE, June, 2005.

“Selected Nutrients In Muscle Atrophy And Advancing Age-Related
Disorders” presented at the WorldNutra 2005 Conference. Anaheim, CA.
October, 2005.

“Dietary Supplements: Safety and Efficacy” presented to the Long Island
University College of Pharmacy, Long Island, NY, November, 2007.

“‘Are Non-nutritive Sweeteners as Safe as Sugars?” presented at the
American College of Nutrition, Orlando, FL, October, 2009.

“Safety and Efficacy of Super CitriMax(hydroxycitric acid-SX), a Novel Weight
Loss Supplement Derived from Garcinia cambogia,” presented at the
International Society for Nutraceutical and Functional Foods, San Francisco,
CA, Novemberr, 2009.

“‘Weight Loss/Weight Management, Increased Vitamin D and Decreased Salt:
Solutions to Rising healthcare Costs” presented at Long Island University
School of Pharmacy, Brooklyn, NY, April, 2010.

“Are Non-Nutritive Sweeteners as Safe as Sugars or are Sugars as Safe as
Non-Nutritive Sweeteners?” presented at Long Island University, Brooklyn,
NY, April 2010.

“Perspectives on Non-Sugar Sweetreners” presented at Georgetown
University, Washington, DC, April 2010.

“The Safety and Efficacy of Bitter Ornage Extract and its Primary
Protoalkaloid p-Synephrine”. lovate Nutraceuticals, Toronto Canada, August
2011.
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EDITORIAL BOARDS:

Research Communications in Molecular Pathology and Pharmacology
Archives of Gerontology and Geriatrics

Bulletin of Environmental Contamination and Toxicology
Quintessence

The Original Internist

Journal of the American College of Nutrition

Oxidative medicine and Cellular Longevity

REVIEW FOR THE FOLLOWING JOURNALS:

Journal of Pharmaceutical Sciences

Biochemical Pharmacology

Drug Metabolism and Disposition

Science

The Journal of Natural Products

Lipids

U.S. Pharmacist

Cancer Letters

Toxicology and Applied Pharmacology

Research Communications in Chemical Pathology and Pharmacology
Journal of Pharmacology and Experimental Therapeutics
Carcinogenesis

Archives of Environmental Contamination and Toxicology
Dirisat

Chemico-Biological Interactions

Age

Archives of Gerontology and Geriatics
Biochimica et Biophysica Acta

Toxicology Letters

Journal of Biochemical and Molecular Toxicology
Journal of Toxicology and Environmental Health
Environmental Pollution

Antioxidants and Redox Signaling

In-vitro and Molecular Toxicology

Free Radical Biology and Medicine

Molecular and Cellular Biochemistry

Journal of the American College of Nutrition
Toxicology Mechanisms and Methods

Journal of Inorganic Biochemistry

Journal of Medicinal Food

Cell Biochemistry and Biophysics

Nutrition Journal

Phytotherapy Research
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Food & Function

OTHER ACTIVITIES:

1.

Co-author of an article in the Supplement of the October 4, 1970 Lincoln
Sunday Journal and Star on drug abuse entitled "Another View". Also in this
supplement an outline of the commonly abused drugs, their effects and
dangers.

Governor's Commission on Drug Abuse for the State of Nebraska, and
co-chairman of the Education Subcommittee thereof, 1970-71. Nebraska
State Commission on Drugs and member of the Grant Reviews and
Evaluations Subcommittees, 1971-72. As a member of the Commission on
Drugs:

A. Established recommended films on drugs for primary and intermediate
grades, junior high, high school, college, and adult and professional
levels - for general distribution throughout the State, 1970. Revised
1971.

B. Evaluated existing drug information materials and established a list of
recommended reference materials, 1970. Revised 1971.

C. Made available to the physicians, hospitals, and clinics of the State a
manual entitled "Drug Abuse Acute Treatment Manual." 1971.

D. Coordinated and compiled drug education materials for "DRUG
ABUSE, An Authoritative Selected List of Materials," published by the
Nebraska Public Library Commission and the Nebraska State
Commission on Drugs, 1971. Revised in 1972.

Developed an outline on "Mind Altering Drugs - Actions and Reactions" which
covers the chemistry, sources, pharmacology, psychopharmacology,
toxicology, doses, dosage forms, and therapeutic applications of the
commonly used and misused mind-altering drugs for continuing education.

Developed an outline of the potential symptoms of the use of heroin,
barbiturates, glues, and solvents, marijuana, hallucinogens (LSD), and
amphetamines for continuing education.

The establishment of a drug education committee, the teaching and training
of interested pharmacy students to go out and speak on drugs, and a drug
information service with Drs. E.B. Roche and R.W. Piepho, 1969-74.

Member of the University Lutheran Chapel Planning and Building Committee,
University of Nebraska, Lincoln, Nebraska, 1968-71, which resulted in the
building of a new facility on the UNL campus.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Development of an integrated three-semester course sequence in
biochemistry and natural products for pharmacy students. Complete revision
and updating of the laboratory equipment and facilities, 1968-71.

Drafted the By-Laws for the College of Pharmacy, 1973.
Coordinator of the Graduate Programs of the College of Pharmacy, 1972-75.

Coordinator of the Visiting Scientists Programs of the College of Pharmacy,
1972-75.

Developed a required three-credit course in Clinical Chemistry and
Biochemistry, 1973, with Dr. H. Rosenberg.

Drafted the procedure whereby the three graduate degree granting
departments from within the College of Pharmacy could be incorporated into
the Interdepartmental Area of Medical Sciences, and successfully negotiated
this incorporation, 1972-73.

Provided and supervised a tape-recorded, 2 credit, self-paced, elective
course entitled "Systems of Defense," 1974-1985.

Developed and reorganized a required two quarter, 8 credit course in
Pharmaceutical Biochemistry, 1976, with Dr. H. Rosenberg and Dr. W.
Murray.

Reorganized the graduate level courses in the Department, 1976.

Final Judge of Student Presentations at UNMC Student Research Forum,
September 1976.

Developed a 1 credit elective course "Modified Basic and Advanced Life
Support for Pharmacists," 1977.

Final Judge of Student Presentations at UNMC Student Research Forum,
1977.

Discussion Leader on Drug Metabolism at Annual Midwest Student Medical
Research Forum, Omaha, Nebraska, 1978.

Developed and coordinated a required 6 quarter credit hour course in
Chemotherapy, 1978. Revised to 4 sem. credit hours in 1982.

Presented a continuing education course on New Drugs to Pharmacists at
Scottsbluff, Nebraska and Lincoln, Nebraska, April 1978.
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22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Member of Advisory Committee for Health Resources Administration Contract
232-7E 0908 entitled "Alternative Methods by Which Basic Sciences
Pharmacy Faculty can Relate to Clinical Practice," College of Pharmacy,
University of Minnesota, 1978-79.

Presented lectures on Cancer Chemotherapy for Lincoln Medical Education
Foundation program for School Nurses Update. Lincoln, Nebraska, June
1979.

Abstract and Manuscript Judge for UNMC Student Research Forum, 1979.

Presented three lectures on drug metabolism to graduate students in
Enzymes Course, Department of Biochemistry, Creighton University, 1979.

Vice President, First Lutheran Church, Omaha, NE 1978-79. President First
Lutheran Church, Omaha, NE 1979-81 and 1985-87.

Member of Site Visit Team, NIH Minority Biomedical Support (MBS) Grant
Application, School of Pharmacy, Florida A&M University, Sept 21-23, 1980.

Invited to Jordan to negotiate an exchange agreement between the College
of Pharmacy, Yarmouk University and the University of Nebraska Medical
Center College of Pharmacy.

Grant Reviewer for NCI National Large Bowel Cancer Project, January, 1982.

Developed a graduate level course in Drug Metabolism and Disposition,
UNMC, 1982.

Developed a course in nutrition and diet therapy, UNMC, 1983.

Member of Review Panel, NIH Minority Biomedical Research Support
(MBRS) Program, Washington, D.C. Sept. 28-30, 1983.

Session Moderator at the National Research Forum on Aging, Feb. 22-24,
1984, Lincoln, NE.

Invited Participant at the Banbury Center of Cold Spring Harbor Laboratory
Conference on the Biological Mechanisms of Dioxin Action, April 1-4, 1984.

Final Judge of Student Presentations at Student Research Forum, UNMC,
1984.

Invited participant at a workshop on Free Radicals, Pathology and Aging,
sponsored by the National Institute on Aging, February 16, 1985, San Diego,
CA.

Special Grant Reviewer for National Institute on Aging, March, 1985.
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38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Visiting Professor, Faculty of Pharmacy, Tanta University, Tanta Egypt, April
1985. Presented a series of research related seminars, assisted with
cirriculum development, and worked with graduate students in the
development of research projects. In Egypt, lectures were also presented at
Cario University, Assiut University, Alexandria University and Zagazig
University.

Invited to Jordan's Yarmouk University and Jordan University Faculties of
Pharmacy, May 1985. Worked with faculty on curriculum development and
research projects of mutual interest.

Member of Review Panel, NIH Minority Biomedical Research Support
(MBRS) Program, Washington, D.C., July, 1985.

Radio interviews concerning proposed closing of College of Pharmacy, July,
1985; KFAB, KGRI, KNEB, KLIN, KRNY, and Light 96.

Interviews concerning vioform research, July, 1985. National Public Radio,
KFAB, KFOR, Z92, KGRI, NBC-Chicago, UPI-Lincoln, Washington Post,
Medical Letter, Omaha World Herald, Lincoln Star, Bruce Prentosil Channel
6, WOWT (Channel 6) Morning Show.

Radio Interview on Research in the College of Pharmacy, UNMC, July, 1985,
Z92/KEDS.

Presentation to the Goodfellowship Club, Omaha, NE, August, 1985, on "The
College of Pharmacy as an Integral Component of a Medical Center."

NIH Site Visit Team for Minority Biomedical Research Support Program at
California State University, Long Beach, CA. Oct. 1985.

Expert witness before FDA Dermatology Panel, Washington, D.C. Nov. 1985.
Testified concerning a petition on the removal of iodochlorhydroxyquin from
the market. The petition submitted by the Health Research Group was based
primarily on studies reported in Publications #100 and 102 by Stohs et al.
The Panel voted unanimously to recommend removing the drug as an over-
the-counter product and restrict its use to prescription only.

Member of Review Panel, NIH Minority Biomedical Research Support
Program, Washington, D.C. January 1986.

NIH Site Visit Team and Review Panel for Research Centers in Minority
Institutions (RCMI) Program at Xavier University, New Orleans, LA, April
1988.

Interview on Channel 6 TV "Alive at Five" Program with Gary Kerr and Dave
Webber on "Steroid Use by Athletes," Sept., 1988.
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50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

NIH Site Visit Team and Chairman of Review Panel for Research Centers in
Minority Institutions (RCMI) Program at Florida A&M University, Miami and
Tallahassee, FL, Feb., 1990.

NIH Study Section for Research Centers in Minority Institutions (RCMI) Grant
Program, Washington, DC, March, 1990.

Reviewed graduate program at Mercer University, Atlanta, GA, April, 1991.

N.l.LH. Study Section for Research Centers in Minority Institutions (RCMI)
grant program, Washington, D.C., March, 1992.

Initiated revision of the School Grade Appeals Policy, By-Laws, Scholastic
Standing Policy, and Misconduct Policy, Creighton University (1991-92).

Established Industrial Advisory Committee, and re-established Alumni
Advisory Board, Creighton University, 1991.

Established Post-B.S. Pharm.D. recruitment program, hired additional student
recruiter and expanded student recruitment efforts, 1991.

Established grant review procedure and Grant Review Committee, and
established a Faculty and Staff Development Committee, Creighton
University, 1991.

Remodeled faculty offices, computer laboratory, and Admissions Department
offices, Creighton University, 1991.

Developed rural health student recruiting agreements with Chadron State
College and Wayne State College, 1991.

Established faculty, student and research exchange agreement with Marmara
University, Istanbul, Turkey, and Creighton University, 1992.

Chaired the School Strategic Planning and Implementation Committee,
Creighton University, for the Year 2000, being directly responsible for the
implementation of the strategic goals which were set forth, 1990-91.

Initiated and promoted curriculum revision in pharmacy based on outcome
objectives which were established by the faculty at a series of all-faculty
retreats. Faculty approved new Pharm.D. curriculum for Creighton
University, 1992.

Initiated the establishment of Phi Lambda Sigma, National Pharmacy
Leadership Honor Society chapter, at Creighton University, 1992.
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64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

Initiated the development of an advanced degree program in occupational
therapy, and hired new faculty in occupational therapy at Creighton
University, 1992.

Worked with alumni to solicit funds for the Sebastian Pirruccello Scholarship
(raised over $50,000), and organized the Sebastian Pirruccello Recognition
Dinner at Creighton University, 1992.

Organized the establishment of a Department of Physical Therapy, and hired
a Director in 1992. Secured approval to offer the first entry-level clinical
doctorate (Doctor of Physical Therapy) in 1992, with the first class entering in
the fall of 1993. First class of 48 students entered in the fall of 1993.
Established the first entry-level Doctor of Physical Therapy program in the
country at Creighton University.

Initiated the inclusion of Occupational Therapy students in the Creighton
University Summer program in the Dominican Republic to provide service,
cultural immersion and reflection beginning in 1993.

Secured approval to adopt the Doctor of Pharmacy degree as the sole
professional degree with the entering class in 1994 at Creighton University.

Secured Creighton University approval to establish a Non-traditional Doctor
of Pharmacy program, 1993. First students enrolled in May, 1994.

Member of Organizing Committee for International Symposium on Oxygen
Radicals in Biotechnology and Medicine, Calcutta, India, 1993.

Member of Organizing Committee for International Symposium on Pharmacy
and Pharmaceutical Sciences, Istanbul, Turkey, 1994. Gave keynote lecture.

Secured Creighton University approval to establish a post professional
(baccalaureeate or masters degree) Doctor of Occupational Therapy (OTD)
program with the first students being admitted in the fall of 1995. The
program is one of the first clinical doctoral programs in occupational therapy
in the country.

Guest editor of a special issue of the Journal of Basic and Clinical Physiology
and Pharmacology 6, 1995.

Served as a consultant to the Assistant Secretary of Health, U.S. Department
of Health and Human Services, regarding the future of academic health
centers and the role of pharmacy and allied health professions in academic
health centers, October, 1996.

Secured Creighton University approval to establish a M.S. degree in
pharmaceutical sciences, December, 1996.
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76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

Initiated the inclusion of Physical Therapy students in the Creighton
University Summer program in the Dominican Republic to provide service,
cultural emersion and reflection beginning in 1996.

Appointed to the International Advisory Board, Research Institute of
Preventive and Environmental Medicine and Biotechnology, Athens, Greece,
1997.

Raised approximately $165,000 toward the renovation of a clinical education
center at Creighton University. Funds were raised through solicitations of
alumni, pharmaceutical corporations and friends of the School. 1995-1998.

Solicited funds for the establishment of fourteen endowed scholarships
(minimum of $25,000 each) for students in the School of Pharmacy and
Health Professions, Creighton University. Funds solicited from corporations,
alumni and friends of the University. 1993-2003.

Procured the establishment of an endowed scholarship from Hoffmann-La
Roche Corporation in the amount of $250,000 for minority students,
Creighton University. 1994-1998.

Member of Organizing Committee for International Symposium on Pharmacy
and Pharmaceutical Sciences, Istanbul, Turkey, 1998. Gave initial lecture to
start the conference.

Member of an organizing committee for an International Symposium on
Clinical Pharmacy, Amman, Jordan, 1999.

Initiated the first entry-level Clinical Doctoral program in Occupational
Therapy in the country with the class of students entering in the fall of 1999 at
Creighton University.

Established an agreement with the College of Business Administration to
offer a combined Doctor of Pharmacy/MBA program in 1999 at Creighton
University. This program replaced a previously negotiated program which
had attracted very few students because it was participant unfriendly.

Initiated the first Non-Traditional, Transitional Doctor of Physical Therapy
program in the country in the fall of 1999 at Creighton University.

An editorial in the Omaha World Hearld concerning the role of Pharmacists in
the prevention of medication errors, February 10, 2000.

An editorial in the Omaha World Hearld concerning the national shortage of
Pharmacists, December 29, 2000.

Initiated the first non-traditional Doctor of Occupational Therapy pathway in
the country in the fall of 2001 at Creighton University.
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89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

Initiated the nation’s first entry-level web-assisted Doctor of Pharmacy
pathway in the fall of 2001 at Creighton University. All didactic courses in the
pathway are available via Internet and CD Rom technology.

An editorial in the Omaha World Herald concerning the failures of Medicare
prescription discount card programs. Worked with U.S. Senator Chuck
Hagels’ office to develop legislation for a prescription drug benefit. August
10, 2001.

Consultant to the Scientific Advisory Board of the United States
Environmental Protection Agency, 1996-2001.

Consultant to the National Institute of Environmental Health Sciences for the
preparation of a background document on the carcinogenicity of naphthalene,
2001.

Member of the Creighton University Steering Committee for the design and
building of the new integrated science building which included a new
administrative suite for the School and approximately 60 offices for pharmacy
faculty as well as two departmental administrative suites. Moved into new
facilties in December 2002.

Established one of the first residency programs for physical therapy in the
nation at Creighton University Medical Center, July, 2003.

Initiated the development of a B.S. in Phamacy, Physical Therapy and
Occupational Therapy students enrolled in Doctoral programs at Creighton
University Medical Center, beginning in the Fall of 2003.

Responsible for the development of a Research & Development program at
AdvoCare International L.P., hiring individuals in product development,
formulation, regulatory affairs and package engineering, 2003 — 2004.

Responsible for establishing and developing back-up manufacturers for over
50 AdvoCare products while developing new products for market, 2003 —
2005.

Site visits to the following manufacturing facilities during 2004 — 2007:
Vitarich, Interactive Nutrition, Arizona Nutritional Supplements (ANS),
American Nutritional Corporation (ANC), National Vitamin Company (NVC),
Nellson Nutraceuticals, Natural Alternatives International (NAI), Custom
Nutrition Laboratories (CNL), Biozone Laboratories, Protec Laboratories,
Progressive Laboratories, Cornerstone Research & Development, ELAN
Nutrition, and We-Pack-It-All.
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99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

From 1998-2014 participated in over 40 AdvoCare Success Schools,
providing product training and interfacing with Distributors, speaking to as
many as 25,000.

From 1998-2014, gave numerous AdvoCare product training programs
around the country including in Texas, Colorado, Florida, Washington,
California, Michigan, Nebraska, lowa, lllinois, Tennessee, Georgia, South
Carolina, South Dakota, Missouri, Mississippi, Alabama, Oklahoma,
Kentucky, Virginia, Washington, Oregon, and Hawaii.

Established and coordinated a symposium on “dietary supplement safety” at
the annual meeting of the American College of Nutrition, Orlando, FL, 2007.

Applied for patents on behalf of AdvoCare for 3 products between 2005 —
2006.

Between 2004-2008, was responsible for developing over 25 new AdvoCare
products and making improvements to over 40 products based on the latest
science.

Participated in a series of radio talk shows on KCFO (AM970) regarding
nutrition, particularly for senior citizens, 2007.

Responsible for coordinating research on a series of AdvoCare products
including MNS Orange, MNS Platinum, A-Supreme, ThermoPlus, Carb-Ease,
SPARK Energy Drink, Rehydrate Electrolyte Replacement Drink, Muscle
Fuel, and the glycemic indices of all AdvoCare drinks, shakes and bars,
2003-2008.

Responsible for ultimate development of quality assurance/quality control
procedures, adverse events management and procedures, clinical
assessment of products, product launch and elimination procedures and
other general operating procedures within AdvoCare’'s R&D department,
2003-2005.

Appointed to the Certification Board for Nutrition Specialists, 2004 — 2007, a
national nutrition certification program. Reappointed in 2008. Vice — Chair for
Administration 2009-2010. Served as President from 2011-2014.

Participated in various AdvoCare distributor incentive trips: Australia and New
Zealand, 2002; Maui, Hawaii, 2004; Lake Louise, Canada, 2004; Little Palm
Island, FL, 2005; San Francisco, CA, 2006; New York City, NY, 2006; Alaska
Cruise, 2007; Peter Island, 2009; Paris, 2013; Mediterranean, 2014.

For the American College of Nutrition (2008-2009), served as the chief scribe
for revision of By-Laws and the Standing Committee Procedures document.
Drafted a Strategic Planning document. Chaired the Publications Committee,
resulting in a change in publishers for the Journal of the American College of
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Nutrition with significant savings. Revised and updated the Editorial Board of
the Journal, and instituted co-editors.

110. Consultant for Nutratech/Novel ingredients 2009-present. Traveled and gave
presentations in California, New Jersey, New York, Utah, Colorado, Texas,
lllinois.

COMMITTEES:

University of Nebraska-Lincoln:
Faculty Health Council, 1967 - 71
Marshalling Corps, 1968 - 70
Nebraska College Opportunity Ad Hoc Committee, 1970 - 71
Ad Hoc Committee to Recommend Changes in the Structure and Operation of the
Senate, 1969
Liaison Committee, 1970-73, Secretary, 1971 - 72
Search Committee for Vice-Chancellor of Academic Affairs, 1972

University of Nebraska System:

Executive Graduate Council, 1973 - 75
Executive Graduate Council, 1985 - 87
Executive Committee of the Executive Graduate Council, 1986 - 87

College of Pharmacy - University of Nebraska:
Admission and Scholarship Review, 1968 - 71
Course of Study, 1967 - 72
Grade Appeals, 1968 - 72
Curriculum Committee, 1968 - 74
Departmental Graduate Committee, 1968 - 84
Pharmaceutical Sciences Area Graduate Committee, 1969 - 74
Search Committee for a Dean of the College, 1971
Ad Hoc Committee on Promotion and Tenure, 1971
Space Utilization Committee, 1972 - 76
Executive Committee, 1972 - 1987
Ad Hoc Faculty Policies and Procedures Committee, Chairman, 1973
Teaching Improvement Committee, 1974 - 75
Ad Hoc Committee on NCACS Accreditation, 1976
Search Committee for Chairman, Dept. of Pharmacodynamics and Toxicology,
1979
ACPE Accreditation Self-Study Review Committee, 1979
Continuing Education Committee, 1978 - 85, 1986 - 87
Self-Study Role and Mission Subcommittee, Chairman, 1985
Self-Study Budget and Finance Subcommittee, 1985
Safety Committee, 1984 - 87
GAPS Grant Review Committee, 1985 - 86
Strategic Planning Committee, 1986 - 87
Long-Range Planning Committee, 1983 - 85
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Pharmaceutical Sciences Graduate Program Committee, 1983 - 87
Ad Hoc By-Laws Committee 1983 - 84

University of Nebraska Medical Center:

Pre-Clinical Seed Grant Review Committee, 1972

Ad Hoc Committee on the Academic Organization of the Medical Center, 1973 - 74

Medical Sciences Area Graduate Committee, 1973 - 1984

University Graduate Council, Medical Center Representative, 1973 - 74

Ad Hoc Committee for Organization of Medical Center Senate, 1974

Seed Grant Review Committee, 1974 - 76

Liaison Committee, 1975 - 76

Systems Office Task Force on Travel, Moving, and Recruitment Expenses,
Medical Center Representative, 1975 - 76

Ad Hoc Committee on Graduate Fellowships, 1975 - 76

Graduate Council, 1977 - 79

Ad Hoc Committee on Selecting a Grants Manager, 1977

Chancellor's Ad Hoc Task Force on Research, 1977 - 79

Chancellor's Ad Hoc Oncology Program Committee, 1977 - 1979

Search Committee for a Dean of College of Medicine, 1978

Search Committee for a Dean of Graduate Studies and Research, 1978 - 79

Ad Hoc Continuing Education Committee on Gerontology, 1979

Faculty Senate Grievance Committee, 1979-82; Chairman 1981 - 82

Clinical Cancer Education Committee, 1980 - 1984

Cell Sorter Facility Policy Committee, 1980 - 1984

Search Committee for Director of Eppley Institute, 1981 - 82

UNMC Special Functions Committee 1981-1982, 1984 - 85

LB 506 Grant Reviews Committee, 1982, 1983, 1984, 1986

Chancellor's Task Force on Nutrition, 1984 - 85

Executive Graduate Council, 1985 - 87

Bulk Purchasing Committee, 1985 - 86

First Professional Degree Committee, 1985 - 86

Marshalling Corps, 1982 - 86

Tenure Review Committee, 1985 - 86

Board of Directors, Toxicology Program, 1985 - 1989

Faculty Senate Academic Freedom and Tenure Committee, 1986 - 87

Chancellor's Planning Committee, 1986 - 1987

Search Committee for Dean of College of Pharmacy, 1986

School of Pharmacy and Allied Health - Creighton University:

Administrative Committee, 1989 - 2003

Executive Committee, 1989 - 2003

Pharmacy Curriculum Committee, 1989 - 1992

Grade Appeals Committee, 1989 - 1990

Scholastic Standing Committee, Chairman, 1989 - 1990

Pharmacy Accreditation Self-Study Steering Committee, 1989 - 1991
Finance Subcommittee, Chairman
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Faculty and Staff Subcommittee, Chairman
Creighton in the Year 2000 Planning Committee, Chairman, 1990
Occupational Therapy Admissions Committee, 1990 - 2003
Pharmacy Admissions Committee, 1990 - 2003
Alumni Advisory Board, Chair, 1990 - 2003
Strategic Planning and Implementation Committee, 1991 - 2003
Physical Therapy Admissions Committee, 1992 - 2003
Industrial Advisory Board, Chair, 1992 - 2003

Creighton University:

Health Sciences Center Safety Committee, 1989 - 1992

International Students Committee, 1989 - 1991

Planning Steering Committee, Creighton in the Year 2000, 1990 - 1992; 1994 -
1996

Academic Council, 1990 - 2003

Academic Leadership Committee, 1990 - 2003

Council of Deans, 1990-present; Chair — 1996 - 97

Grant Review Committee, 1990 - 1992

Search Committee for Academic Vice President, 1993

Search Committee for Assistant Grants Administrator, 1993

Search Committee for the Dean, School of Dentistry, Chairman, 1993 - 94

International Planning and Advisory Committee, 1994 - 96

Search Committee for Director of Annual Giving, 1995 - 96

Search Committee for Director of Alumni Relations, 1996

Search Committee for the Dean, College of Business Administration, Chairman,
1996 - 97

Strategic Planning Committee for Programs in the Dominican Republic, 1996 - 97

Process Redesign Advisory Committee, 1996 - 97

Steering Committee for the Center for Practice Improvement and Outcomes
Research, 1996 - 2003

Budget Redesign Advisory Committee, 1997 - 98

Cancer Center Advisory Board, 1995 - 98

Budget Design Planning Advisory Committee, 1997

Academic Process Redesign Committee, 1997 - 98

Center for Health Policy and Ethics Deans Advisory Council, 1996 - 2003

Search Committee for the Dean, Chairman, School of Law, 1998 - 99

Cancer and Smoking Disease Research Program Advisory Committee, 1998 -
2003

Strategic Planning - Beyond Creighton 2000 Committee #1, Chair, 1998 - 99

Student Information Systems Coordinating Committee, 1999 - 2001.

Creighton University Strategic Planning Committee, 1999 - 2000.

Creighton University Strategic Planning Academic Excellence Subcommittee, 2001

Biomedical Research Advisory Council, 2002 - 2003

Science Complex Steering Committee, 2000 - 2003

HIPAA Steering Committee, 2002 - 2003

Search Committee for Vice President University Relations, 2002 - 2003

94
Exhibit 2 Page 94 of 103

Bellions Spirits, LLC's Health Claim Petition



State:

Governor's Commission on Drug Abuse, 1970 - 71

State Commission on Drugs, 1971 - 72

Research Committee of the Nebraska Heart Association, 1973 - 76

Sigma Xi Faculty & Graduate Student Outstanding Scientist Awards Committee,
1979

Nebraska Chapter of Sigma Xi President-Elect, 1983-84; President, 1984 - 85

State Board of Pharmacy's Review Committee for Continuing Pharmacy Education
1984 - 87

Nebraska Pharmacy Strategic Planning Committee, 1994 - 96

Nebraska Pharmacy Coordinating Council, 1996 - 2003

Creighton Federal Credit Union, 1997 - 2001

Nebraska Pharmacists Association Legislative Committee, 1997 - 2002

National:

Scientific Program Committee of the Pharmacognosy and National Products,
Section of the Academy of Pharmaceutical Sciences, 1970 - 71

Chairman of the Scientific Program Committee of the American Society of
Pharmacognosy, 1972 - 73

Chairman of the Kilmer Prize Committee of the Pharmacognosy and Natural
Products Section of the Academy of Pharmaceutical Sciences, 1973 - 74

Chairman, Special Projects Grant Committee, American Association of Colleges of
Pharmacy, 1983 - 85

Resolution Committee, American Society of Pharmacognosy, 1973 - 74

American Association of Colleges of Pharmacy, Section of Teachers of Biological
Sciences Nominating Committee Chairman, 1974 - 75

Committee on Long-Range Goals, Pharmacognosy and Natural Products Section
of the Academy of Pharmaceutical Sciences, 1977 - 78

Chairman, Resolutions Committee, Biological Sciences Section, American
Association of Colleges of Pharmacy, 1978 - 79

Chairperson-Elect, 1979 - 80, Biological Sciences Section of The American
Association of Colleges of Pharmacy

Kilmer Prize Committee, Academy of Pharmaceutical Sciences, 1979

Advisory Committee for HRA Contract 232-7E 0908, University of Minnesota, 1978
-79

Kilmer Prize Committee, Academy of Pharmaceutical Sciences, 1980 - 82

Chairman, Kilmer Prize Committee, Academy of Pharmaceutical Sciences, 1980 -
81

Chairman, Biological Sciences Section, American Association of Colleges of
Pharmacy, 1980 - 81

Site Visit Team, NIH Minority Biomedical Research Support (MBRS) Grant
Application for School of Pharmacy, Florida A & M Univ., Sept 21 - 23, 1980

Distinguished Pharmacy Education Award Committee, American Association of
Colleges of Pharmacy, 1982 - 83

Chairman, Nominating Committee, Biological Sciences Section of the American
Association of Colleges of Pharmacy 1982 - 83, 1983 - 84, 1984 - 85
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Secretary, Council of Sections of the American Association of Colleges of
Pharmacy, 1982 - 83

American Association of Colleges of Pharmacy Council of Faculties, Faculty
Development Committee, 1984 - 85

Site Visit Team, NIH Minority Biomedical Research Support (MBRS) Grant
Application for program at California State University, Long Beach, CA, 1985

Review Panel, NIA Minority Biomedical Research Support Program, Washington,
DC, 1985, 1986

Review Panel, NIH Research Centers in Minority Institutions (RCMI), 1988

APhA Academy of Pharmaceutical Sciences Selection Committee for the
Research Achievement Award in Pharmacodynamics, 1988 - 89

Society of Toxicology Central States Chapter Program Committee, 1990

Review Panel, Chairman, NIH Research Centers in Minority Institutions (RCMI),
1990

Nominating Committee, Biological Sciences Section of the American Association
of Colleges of Pharmacy, 1990 - 91

Central States Chapter of the Society of Toxicology
Vice President, 1991 - 92
President-Elect, 1992 - 93
President, 1993 - 94

Technical Committee, Society of Toxicology, 1990 - 92

Environmental Protection Agency Dioxin Science Advisory Board, 1995 - 96

Ethics Committee, Association of Schools of Allied Health Professions, 1994 - 96

USP Division of Standards Development Advisory Panel on lIdentification and
Standardization of Natural Products, 1995 - 2000.

American Association of Colleges of Pharmacy Special Committee to Study
Structure and Process, 1995 - 98

American Association of Colleges of Pharmacy Institutional Research Advisory
Committee, 1996 - 97

NIEHS Special Emphasis Panel, 1997, Chair

Board of Directors, American Association of Colleges of Pharmacy, 1998 - 2001

American Association of Colleges of Pharmacy Private Schools and Colleges

Forum, Secretary — 1994 - 96; Chair, 1996 - 98

Site Visit Team for Accreditation in Physical Therapy, University of Washington,
Seattle, WA, 2002.

Site Visit Team for Accreditation in Physical Therapy, Bellarmine University,
Louisville, KY, 2004.

Elected member of the Certification Board for Nutrition Specialists, 2004, re-
elected 2007.

American College of Nutrition 215t Century Steering Committee,subcommittees on
By-Laws, Structure, and Development, 2008-2009.

Chairman, American College of Nutrition Publications Committee, 2008-2009

CONSULTING (PARTIAL LIST):

AdvoCare International
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U.S. Army Medical Research Institute for Infectious Diseases
Wyeth-Ayerst

Sandoz Drug Company

Chemical Products, Inc.

InterHealth Nutraceuticals

U.S. Environmental Protection Agency
Meridrew Enterprises

Cape Cod Laboratories, Inc.

Hughes Enterprises

Air Force Office of Scientific Research
ConAgra Corporation

SmithKline Beecham

Proctor & Gamble

Greek National Institute of Health
Marmara University, Istanbul, Turkey
Jordan University, Amman, Jordan
Tanta University, Tanta Egypt
Yarmouk University, Yarmouk, Jordan
Wayne State University, Detroit, Michigan
Mercer University, Atlanta, Georgia
U.S. Pharmacopeial Convention,
Proliant Health & Biologicals

Custom Nutrition Laboratories(CNL)
SIO Healthcare Advisors

Nutratech Inc.

Various Law Firms

RESEARCH SUPPORT, GRANTS AND CONTRACTS RECEIVED:

1. Smith, Kline and French Foundation Award of $6750 for the purchase of a
liquid scintillation counter, 1968.

2. University of Nebraska Research Council Award of $3190 for the purchase of
a high speed refrigerated centrifuge, 1968.

3. Nebraska Heart Association Grant of $2070 for a study on "The Metabolism
of 14C-Cholesterol in Dioscorea Tissue Suspension Cultures". July 1, 1968 -
June 30, 19609.

4. Nebraska Heart Association Grant of $1665 for an investigation of the
"Metabolism of Heart Glycosides by Cardiac and Hepatic Microsomes".
September 1, 1968 - August 31, 1969.
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10.

11.

12.

13.

14.

15.

16.

National Science Foundation Grant of $11,200 for an investigation entitled,
"Studies on Cholesterol Side Chain Cleavage Enzymes in Cardenolide
Biosynthesis." September 1, 1969 - August 31, 1971.

Public Health Service Grant of $24,406 for an investigation on the
"Production and Biosynthesis of Medicinals by Plants." November 1, 1969 -
October 31, 1972.

Nebraska Heart Association Grant of $4300 for an investigation entitled "In
Vitro Studies on Cardiac Glycoside Metabolism". July 1, 1971 - June 30,
1972.

National Science Foundation Grant of $12,000 for "Sterol Side Chain
Cleavage and Cardenolide Biosynthesis in Cardenolide Producing Plants".
January 1, 1971 - December 30, 1973.

Nebraska Heart Association Grant of $6600 for an investigation entitled, "In
Vitro Studies on Cardenolide Metabolism". July 1, 1972 - June 30, 1973.

University of Nebraska Medical Center Seed Grant of $3820 for "Preliminary
Studies on the Mechanism of Action of PCN." November 1, 1972 - June 30,
1973.

Nebraska Heart Association Grant of $5090 for an investigation entitled "PCN
Mechanism of Protection from Digitalis Toxicity." July 1, 1973 - June 30,
1974.

Lincoln-Lancaster Drug Projects Contract for approximately $2500 to
"Conduct Routine Urinalysis for Drugs for 'Full Circle' Staff and Residents."
Co-sponsored with Dr. E.B. Roche, December 1, 1973 - June 30, 1974.
Renewed for July 1, 1974 - December 31, 1974.

Nebraska Heart Association Grant of $4695 for an investigation entitled
"Blood Level Determinations of Thiazide Diuretics." July 1, 1974 - June 30,
1975.

ConAgra Corporation contract of $9490 for a study on "The Growth of
Selected Microorganisms on Oat Hulls as a Potential Source of Protein."
September 1, 1974 - August 31, 1975. Co-principal investigator with Dr. H.
Rosenberg.

University of Nebraska Medical Center Seed Grant of $4675 for an
investigation on "The Growth of Microorganisms on Agricultural Wastes as a
Source of Utilizable Protein." July 1, 1974 - June 30, 1975. Co-principal
investigator with Dr. D. H. Rosenberg.

University of Nebraska Medical Center Seed Grant of $2100 to conduct "An
Evaluation of the Physiological and Metabolic Changes Associated with
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17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Chronic Methaqualone Abuse." July 1, 1974 - June 30, 1975. Co-principal
investigator with Dr. R.W. Piepho.

Nebraska Heart Association Grant of $4852 for the study on "Blood Level
Determinations of Thiazide Diuretics." July 1, 1975 - June 30, 1976.

ConAgra Corporation contract of $3090 for a study on "The Growth of
Selected Microorganisms as a Potential Source of Protein on Carbohydrate
Extracts Obtained from Oat Hulls." September 1, 1975 - March 1, 1976.
Co-principal investigator with Dr. H. Rosenberg.

Nebraska Heart Association Grant of $5310 for an investigation on the
"Metabolism of Quinidine-Like Antiarrhythmic Agents". July 1, 1977 - June
30, 1978.

University of Nebraska Medical Center Seed Grant of $4949 for an
investigation entitled "The Mechanism and Significance of Intestinal Drug
Metabolism". July 1, 1977 - June 30, 1978.

Center on Aging Grant of $1980 to initiate a project entitled "Glutathione
Levels in Rat Hepatic and Extrahepatic Tissues as a Function of Age."
March 1, 1978 - September 30, 1978.

Nebraska Heart Association Grant of $5840 to continue our investigation on
the "Metabolism of Quinidine-Like Antiarrhythmic Drugs." July 1, 1978 to
June 30, 1979.

University of Nebraska Medical Center Seed Grant of $7442 for a project
entitled "Glutathione Levels and Xenobiotic Metabolism in Hepatic and
Extrahepatic Tissues as a Function of Age." July 1, 1978 - June 30, 1979.

Center on Aging Grant of $1900 to initiate a project entitled "Xenobiotic
Metabolism in Hepatic and Extrahepatic Tissues as a Function of Age."
November 15, 1978 - September 30, 1979.

Public Health Service Grant for $68,238 entitled "Childhood Lead,
Pyrimidines and Metabolic Debris." April 1, 1978 - March 31, 1980.
Associate Investigator. Dr. Carol Angle - Principal Investigator.

Nebraska Heart Association Grant of $5965 for a study entitled "Lithium and
Cardiac Rhythm, Electrolytes and ATPase." July 1, 1979 - June 30, 1980.

National Institute on Aging (PHS) Grant for $75,859 entitled "Glutathione
Levels and Drug Metabolism Relative to Age." July 1, 1979 - November 31,
1982.
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28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Public Health Service Grant for $97,741 entitled "Childhood Lead,
Pyrimidines and Metabolic Debris." April 1, 1980 - March 31, 1983.
Associate Investigator. Dr. Carol Angle - Principal Investigator.

American Heart Association Nebraska Affiliate Grant-in-Aid for $7000,
entitled "Hemodynamic Properties of 6'-Hydroxycinchonine," July 1, 1980 -
June 30, 1981.

University of Nebraska Medical Center Seed Grant of $1618 for a project
entitled "Intestinal Tract as the Target Organ for TCDD Toxicity," July 1, 1980
- June 30, 1981.

University of Nebraska Medical Center Seed Grant of $5000 for a project
entitled "Effects of Dilantin on Estrogen Metabolism," July 1, 1981 - June 30,
1982. Dr. H. Lemon - Principal Investigator.

State of Nebraska Cancer Research Grant for $30,500 entitled "Cancer and
Aging: Role of Glutathione and its Metabolism," July 1, 1982 - June 30,
1983.

Public Health Service Grant for $119,290 entitled "Lead and the Red Cell
Membrane." July 1, 1983 - June 30, 1986. Co-investigator. Dr. Carol Angle
- Principal Investigator.

American Heart Association (Nebraska Affiliate) Grant for $23,821 entitled
"Lipid Peroxidation: Cause of Myocardial Toxicity to TCDD." July 1, 1983 -
June 30, 1985.

State of Nebraska Research Grant for $31,911 entitled "Cancer and Aging:
Roles of Glutathione and DNA Damage." July 1, 1983 - June 30, 1984.

March of Dimes Birth Defects Foundation for $50,000 entitled "Role of Lipid
Peroxidation in TCDD-induced Testicular Atrophy." December 1, 1983 -
November 30, 1985.

Ayerst Laboratories contract for $31,800 entitled "Efficiency of Betacor in
Mild-to-Moderate Hypertension (One Step Therapy)." October 1984 - March,
1985.

Ayerst Laboratories contract for $31,800 entitled "Efficiency of Betacor in
Mild-to-Moderate Hypertension (Two Step Therapy, Post-Thiazide)." October
1984 - March, 1985.

National Cancer Institute Laboratory Cancer Research Support (CORE)
Grant, 1984-86. Co-Investigator. Dr. E. Bresnick, Principal Investigator.
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40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

March of Dimes Birth Defects Foundation for $40,000, entitled "Mechanism of
TCDD-Induced Testicular Atrophy." December 1, 1985 - November 30,
1987.

National Institute of Environmental Health Sciences Area Grant for $50,000,
entitled "Free Radicals and Iron in TCDD-Induced Lipid Peroxidation." July 1,
1987 - April 30, 1990.

National Institute of Environmental Health Sciences Sabbatical Award for
$28,336 for September 1, 1987 - June 30, 1988.

American Aging Association, Inc. grant of $500, to support a study entitled
"DNA Single Strand Breaks in Peripheral Lymphocytes of Human Subjects as
a Function of Age." February 1, 1989 - January 30, 1990. Co-Investigator -
Dr. T. Lawson.

Health Future Foundation Grant of $5000, to support a study entitled
"Macrophage Activation by TCDD." December 1, 1989 - November 30, 1990.

William Randolph Hearst Foundation Grant of $30,000, to establish a
graduate fellowship. December, 1989.

Air Force Office of Scientific Research Grant for $288,897 entitled
"Production of Reactive Oxygen Species by Polyhalogenated Cyclic
Hydrocarbons (PCH)." June 15, 1990 - June 14, 1993.

Ciba-Geigy Grant of $2500 for support of Graduate Students, March, 1990.

Smith-Kline-Beecham Grant of $32,660 for support of graduate student
George Baker. September, 1990.

U.S. Army Medical Research and Development Command Grant for $61,869
entitted  "Specific  Mechanism-Based  Glycosidase Inhibitors as
Chemoprotectants Against Ricin Toxicity." June, 1991 - May, 1992.

Creighton University BRSG for $2,000 with graduate student Dan Muldoon
for a project entitled "Potential Chemoprotectants Agains Ricin Toxicity."
June, 1991 - May, 1992.

Ciba-Geigy grant of $2,500 for support of the computer laboratory, February,
1992.

State of Nebraska Department of Health grant for $59,902 for a project
entitled "Smokeless Tobacco: Macrophage Activation and Cytotoxicity."
July, 1992 - June, 1994.
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53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Health Future Foundation grant of $10,000 to support a study entitled
"Production of Reactive Oxygen Species by Cadium and Chromium." July 1,
1993 - June 30, 1994.

California Aging Research Institute, Inc. grant of $4,500 to support a study
entitled "Age-Related Oxidative Damage in the Retina." October, 1993 -
March, 1996.

Air Force Office of Scientific Research grant for $321,732 entitled
"Mechanisms associated with the toxicity of polyhalogenated cyclic
hydrocarbons and heavy metals." November 1, 1993 - October 31, 1996.

State of Nebraska Department of Health grant for $151,004 entitled
"Smokeless tobacco, reactive oxygen species, oral cancer and collagen
synthesis." Dr. M. Bagchi - Principal Investigator. October 1, 1994 - July 1,
1996.

Procter & Gamble research grant for $24,998 entitled "Restraint stress, diet,
and chemically induced oxidative stress in rats, and protective ability of
bismuth subsalicylate (BSS)." Dr. D. Bagchi - Principal Investigator. January
1, 1996 - September 30, 1996.

Air Force Office of Scientific Research grant for $339,097 entitled "Common
pathways in the toxicity of structurally diverse xenobiotics." November 1,
1996 - October 31, 1999.

NACDS Education Foundation grant for $25,000 for a project entitied "A
certificate program in diabetes care for pharmacists." Dr. Ken Keefner -
Principal Investigator. September, 1997 - July, 1998.

NIEHS grant for $101,243 for a project entitled "TCDD-induced oxidative
stress in tissues of rats." Dr. Ezdihar Hassoun - Principal Investigator, Dr.
S.J. Stohs - Co-Investigator. April, 1998 - March, 1999.

NIH grant for $70,000 for a project entitled “Helicobacter pylori, oxidative
stress and gastric injury”. April, 1998 - March, 2001.

Institute for the Advancement of Community Pharmacy to create "an
asynchronous web-based Doctor of Pharmacy Pathway at Creighton
University". July 1, 2000 - June 30, 2003, $1 million.

Support for a web-based Doctor of Pharmacy pathway at Creighton
University. July 1, 2000 — June 30, 2002: ShopKo - $10,000; Walgreen
Corporation - $50,000; J.M. Long Foundation - $50,000; Eckerd Corporation -
$10,000; AstraZeneca - $1,000; BD Pharmaceutical Corp. - $10,000; CVS
Corporation - $25,000.
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64.

65.

66.

67.

68.

69.

70.

Research grant from AdvoCare International for $95,435 for a project entitled
“Effects of long term chronic exposure to MNS orange on serum chemistry
and histopathology in mice.” Dr. S.D. Ray — principal investigator, Dr. S.J.
Stohs — co-principal investigator. July, 2001 - June, 2003.

Research grant from AdvoCare International for $5,000 for a project entitled
“Quantitation of ephedra and caffeine in MNS Orange dietary supplement.”
Dr. Alekha Dash — principal investigator, Dr. S.J. Stohs — co-principal
investigator. September, 2001 - June, 2003.

Research grant from InterHealth Nutraceuticals Inc. for $20,000 for a project
entitled “Determination of testicular atrophy (lipid peroxidation, physical
observations and histopathology) in rats following supplementation with
Super CitriMax. Dr. S.E. Ohia — principal investigator, Dr. S.J. Stohs — co-
principal investigator. January, 2002 - December, 2002.

Research grant from the Health Future Foundation for $850,000 for the
establishment of a Toxicology Center. Dr. S.J. Stohs — principal investigator,
Dr. S.E. Ohia — co-principal investigator, Dr. D. Bagchi — co-principal
investigator. July, 2002 - June, 2005.

Research grant from InterHealth Nutraceuticals Inc. for $50,000 for a project
entitled “ChromeMate 90-day safety study.” Dr. Michael Shara — principal
investigator, Dr. S.J. Stohs — co-principal investigator. January, 2002 -
September, 2003.

Over $800,000 in research grants funded by AdvoCare International between
2003 — 2014 for various studies in animals and human subjects on the
efficacy and safety of selected AdvoCare products. Dr. S. J. Stohs served as
Co-principal investigator on these studies.

Research grant from Nutratech Inc. for $22,000 for “A comparative
effectiveness study evaluating changes in resting metabolic rate associated
with four different nutritional supplements in human subjects.” Dr. S. J. Stohs
Co-principal investigator with Dr. Gil Kaats, Dr. Harry Preuss-Co-Investigator,
June, 2010 — July, 2011.

Updated 04-03-16
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EXHIBIT 3



COMMENTARY ON THE REPORT OF DR. SIDNEY J. STOHS
CONCERNING THE HEALTH CLAIMS FOR NTX, A PRODUCT
COMPOSED OF GLYCYRRHIZIN AND MANNITOL, IN
CONJUNCTION WITH ALCOHOL CONSUMPTION

Harry G. Preuss MD, MACN, CNS

Professor of Biochemistry, Medicine, Physiology, and Pathology
Georgetown University Medical Center

Washington, DC 20057

SOURCES USED IN ADDITION TO THE STOHS REPORT
MATERIAL PROVIDED BY COMPANY

PATENT (REF 14)

ADDITIONAL REFERENCES (102-105)

INTRODUCTION

The excellent, extensive report of Dr Sidney ] Stohs was the pri-
mary basis for my commentaries. I found his report to be quite reason-
able and complete in covering the safety and efficacy of the NTX product
that is intended to prevent and/or ameliorate the adverse effects of al-
cohol consumption. In my account, I take highlights from the Stohs’ re-

port that were most meaningful to me in making my conclusions.

Previous evidence indicates that the major elements of NTX,
namely glycyrrhizin and mannitol individually and combined, favorably
decrease reactive oxygen species (ROS) and metabolites, lipid peroxida-
tion (MDA formation) as well as carbonyl protein formation secondary
to alcohol-induced production, while positively increasing the levels of
the endogenous antioxidant reduced glutathione (GSH)1416-49, In other
words, these elements, alone or together, have the ability to lessen he-

patic damage from alcohol. In addition, mannitol being an osmotic diu-
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retic would lessen the alcohol challenge in a secondary manner by al-
lowing for more rapid renal excretion of the consumed liquid - thus
lessening the alcohol challengel%. Accordingly, data obtained from the
patentl4indicates that the two elements together have additive effects,

and in some parameters studied, even synergistic tendencies.

The Stohs’ report states that the patent for NTX points out that
glycyrrhizin is used at a concentration of 0.05-0.3 % while mannitol is
used in the range of 0.5-3.0 %14. Someone consuming 60 ml of an alco-
holic beverage (4 shots) containing NTX, would consume in the range of
30-180 mg of glycyrrhizin and 300 mg-1.80 grams of mannitol. For the
individual consuming 60 ml of an alcoholic beverage (4 shots) contain-
ing NTX, he/she would consume 30-180 mg of glycyrrhizin and 300 mg-
1.80 grams of mannitol. The dose of glycyrrhizin would be theoretically
lessened by the presence of an osmotic diuretic like mannitol19. Long-
term experiences using intravenous levels of glycyrrhizin at daily doses
of 200 mg without major complications would suggest that the NTX

concentration taken orally is safe?8103,

BACKGROUND

[REFERENCES 1-19]
It is generally recognized that excess chronic alcohol consumption

is frequently associated with severe liver perturbations and is quite
commom?19,  Alcoholic liver disease is composed of various histological
stages -- from hepatic fat accumulation to more advanced stages such as
alcoholic steatohepatitis, cirrhosis, hepatocellular carcinoma and liver

failure 34. A typical pathological progression includes: metabolism of
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alcohol to very toxic acetaldehyde along with a variety of free radical
species, creation of harmful reactive oxygen (ROS) and nitrogen species
with resulting oxidative stress, discharge of inflammatory cytokines
such as tumor necrosis factor-alpha (TNF-a) and interleukin-6 (IL-6),
deviant lipid metabolism, DNA damage, and ultimately cell necrosis with

general systemic malfunctions3-°.

The status of hepatic health can be assessed by numerous so
called biomarkers. Biomarkers indicating disturbed hepatic function in-
clude measurements of the blood serum levels of the enzymes such as
alanine aminotransferase (ALT), aspartate aminotransferase (AST),
gamma-glutamyltransferase (GGT) and alkaline phosphatase (ALP). Im-
portantly, elevated circulating levels of these enzymes are found when
the liver is injured from excess alcohol intake and are important bi-
omarkers of the health status of the liver. On the positive side, reduced

serum levels of these markers occur as the liver begins to repair8-12.

In addition to enzymes, other established markers signifying the
status of hepatic function are available. For example, the hepatic me-
tabolism of alcohol leads to excess production of tissue-injuring free
radicals and reactive oxygen species (ROS) as mentioned above. Mark-
ers of oxidative stress and oxidative tissue damage include reactive oxy-
gen species (ROS) production, the lipid metabolite malondialdehyde
(MDA), protein carbonyl formation, and DNA damage. Also, reduced
glutathione (GSH) content is a key intracellular antioxidant and chemo-

protectant in human tissues, because a diminution in GSH is associated
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with augmented oxidative stress as occurs in the case of alcoholic liver
disease812, Accordingly, GSH content is an important marker of the sta-

tus of ROS and free radicals.

Because of its proclivity, there is a vital need to develop safer
strategies to ameliorate the effects of chronic alcohol overindulgence
and to develop strategies that reduce alcohol-associated morbidity and
mortality. NTX is a patented product composed of the primary ingredi-
ents glycyrrhizin and mannitol that act effectively when combined.
Numerous studies in humans and animals have demonstrated the he-
patic protective effects of NTX as well as its individual components dur-
ing acute and chronic alcohol consumption. Importantly, the safety of

the ingredients in NTX is well established.

HEALTH CLAIMS FOR NTX

1. PROVIDES ANTIOXIDANT AND ANTI INFLAMATORY SUPPORT
References [14, 16-49]

A plethora of animal studies have shown that licorice extract and
mannitol alone favorably decrease reactive oxygen species (ROS) and
metabolites, lipid peroxidation (MDA formation) as well as carbonyl
protein formation secondary to alcohol-induced production, while
positively increasing the levels of the endogenous antioxidant re-
duced glutathione (GSH)1416-49, Many of these findings with glycyr-
rhizin and mannitol have been corroborated in clinical studies 15-17.45-
47, In addition, NTX containing both ingredients decreases the alco-

hol-induced DNA damage in human peripheral lymphocytesi6. NTX
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also enhances the levels of the enzymes catalase, GPX and SOD that
decompose ROS1* and, in turn, protects hepatocytes from the damag-
ing influences of ROS. Worth reemphasi