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Cancer care is evolving at an incredibly fast pace, and the
prognosis for a person with cancer in 2012 is better than ever
before. Both length of life and quality of life are now recognized as
important goals of therapy.

Today’s presentation will focus on recent advances in the area of
therapeutic nutrition for people with cancer. The program highlights
the rationale and clinical support for use of ProSure, an Abbott
Nutrition product.
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International experts in cancer cachexia research developed a
definition to help improve recognition and management of this
condition.

Cachexia Defined

The consensus definition focuses on the complex interplay between
reduced food intake and abnormal metabolism and identifies loss
of skeletal muscle as key in patients’ functional impairment. Such
emphasis supports the concept that skeletal muscle mass can

be both a marker for the syndrome and an important therapeutic
target.

‘kuh-kek-se-uhin :
a multifactorial syndrome:
charactertised by an ongoing
loss of skeletal muscle
mass (with or without loss of fat
mass) that cannot be fully
reversed by conventional
nutritional support and leads ta
progressive functional

impairment.

The pathophysiclogy is
characterised by a negative
protein and energy balance

driven by a variable combination
of reduced food intake and
abnormal metabolism

FBATON & Srasser F ANkar SO ot AL Lancer cacol 2011
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Cachexia is a serious condition. It’s associated with reduced
physical function, reduced ability to tolerate anticancer therapy, and
reduced survival.

Cachexia Is Serious

CACHEXIA
is an adverse effect
of cancer.

It is associated with
reduced physical
function, reduced
ability to tolerate
anticancer therapy,
and reduced
survival.

‘Foarn K. Strassar F, Akt SD, 1t al ancet Gnzal 2011
hiay 121545385
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1in 5 patients die from cachexia not from cancer.

Cachexia Is Serious
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Cachexia is a reducible risk.

16 clinical studies prove that ProSure may help reduce the adverse Cachexia Is a Reducible Risk

effects of cachexia.

16 clinical studies
prove that

ProSure
MAY HELP
REDBDULCE
CACHEXIA
% FroSure. Strength ta Fight ,'-“-\“"\
& and Get Back ta Life e .
With ProSure, cachexia doesn’t have to interrupt patients’ lives. \

Cachexia Can Be Fought
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Introduction: Cachexia
« Cachexia and ProSure
« Scientific Evidence for ProSure

+ ProSure: Strength to Fight and
Get Back to Life

Case Studies
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Tumors promote cancer cachexia by 2 different pathways
(represented in purple and green):

1. The presence of cancer cells initiates the inflammatory response
which causes cells of the immune system to release regulatory
proteins called proinflammatory cytokines such as:

e tumor necrosis factor-alpha (TNF-a)
e interleukin-1 (IL-1)
e interleukin-6 (IL-6)

Proinflammatory cytokines set off a chain of events that lead to
weight
loss by:

(a) Causing Anorexia or appetite depression, leading to
decreased food/calorie intake, with consequent weight loss.

(b) Initiation of the acute phase response (APR), the body’s
normal response to stress, trauma, infection, inflammation,
and cancer. Usually the inflammatory response is limited and
stops when healing occurs. But sometimes the inflammatory
response does not shut itself off, such as in the presence of
atumor. A persistent APR is associated with an increased
resting energy expenditure and depletion of lean body mass.
C-reactive protein is often used as a marker for APR.

(c) Altered metabolism of the macronutrients (fat, protein, and
carbohydrate), i.e. decreased protein synthesis and increased
fat and protein breakdown causing loss of lean body mass
and weight.

2. Tumors release cytokines that produce local inflammatory
effects, as well as proteolysis-inducing factor (PIF). PIF
interacts with skeletal muscle and causes loss of lean body
mass by increasing protein breakdown and decreasing protein
synthesis. PIF has been found in the urine and serum of people
with a variety of different tumors, but only in patients who are
experiencing cancer-associated weight loss. Since PIF is not
present in weight-losing people without cancer, it appears to be
a specific marker for cancer-induced weight loss.

If these metabolic problems are not addressed, eating more food or
using standard nutritional supplements is rarely enough to prevent
or reverse the weight and muscle loss.

Altogether, these pathways lead to cancer cachexia with weight
loss, muscle wasting, inflammation, fat depletion, poor clinical
outcomes, decreased quality of life and physical activity.

Cachexia: Overview of Causes
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Cachexla with weight loss, muscle wasting, inflammation, fat depletion,
poor clinical outcomes, decreased quality of life and physical activity.

Gabal Manzano, et al. B
Argiles JM, ot al. Gur Gpin Cin Ntr
Tisdale MJ. Physiok, ca). 2

Tesdsle WL Aol Rev. 2009 89(2), 391410,
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Fearon and colleagues identified 3 stages of cancer cachexia that
represent a continuum of clinical relevance.

In the precachexia stage, patients may first notice weight loss,
sometimes even before the cancer diagnosis has been made.

The cachexia syndrome is characterized by weight loss in
combination with evidence of systemic inflammation and reduced
food intake.

People with advanced cachexia have depletion of fat reserves,
severe muscle wasting, and immunocompromise, and they are
likely to die primarily as a result of these issues.

Not all patients will progress through each stage of the spectrum.

Risk of progression depends on tumor type and stage, presence of
systemic inflammation, reduced food intake, and lack of response
to anticancer treatment.

The Spectrum of Cachexia

CACHEXIA |

|

PRECACHEXIA

REFRACTORY CACHEXIA

NORMAL

T 5
Weight loss >5% or
BMI <20 and weight loss >2% o
Sarcopenia and weight loes 2% |
Often reduced food intake/systemic
inflammation

= Variable degree of cachexia

* Cancer dissase both procatabolic and not
responsive to anticancer freatment

* Low performance score

= <3 months expected survival

Weight loss 5% |
Anorexia and metabalic change

DEATH

Bt frm The Lancof Gncalogy, 12, Foarnn & Sirassos  Anker S0, ol al, Gutor and ciasaicabon of canses cachnsss 9 itamatiosal consansus, 415455, Corght (2073, wi pesmussion ko Eisomer

Whether or not a patient progresses through all 3 stages depends on the

success of treating the primary disease and on addressing cachexia as well.

Fearon K. Sirasser F, Anker S, el al Lance! Oncol. 2011 May 12(5:405.95
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In a study of patients with advanced pancreatic cancer, Fearon et al
sought to identify clinical features of cachexia that impact patients’
function and survival. They identified 3 key features, listed on this
slide.

e Weight loss (> 10%)
e Systemic inflammation (C-reactive protein > 10 mg/L)
e Reduced food intake (< 1500 kcal/day)

Patients who displayed all 3 of these factors had reduced lean body
mass and poorer scores on subjective and objective indices of
functional health than did those who were identified by weight loss
alone. Defined in this multi-dimensional way, fewer patients meet
the criteria for cachexia syndrome. But those who did meet these
criteria were likely to experience devastating consequences.

Appendicular refers to the arms and legs.

Cachexia Further Defined

Clinical Features of Cachexia’
*Weight loss (> 10%)

+Systemic inflammation
(C-reactive protein > 10 mg/L)
*Reduced food intake

(= 1500 kcal/day)

Diagnostic Criteria?

~Weight loss >5% over past 6 months

(in absence of simple starvation)

*Body Mass Index (BMI) <20 and any degree
of weight loss >2%;

-Appendicular skeletal muscle index
consistent with sarcopenia

(males <7.26 kg/m?, females <5.45 kg/m?)
and any degree of weight loss >2%

ProSure. Strength to Fight
ond Get Back fa Life
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This slide details adverse outcomes associated with the
development of cancer cachexia.

e Body weight, tolerance to treatment, quality of life, and survival
time are decreased by cancer cachexia.

o \Vith cancer cachexia, weakness, infections, and other
complications are increasingly likely to occur.

Impact of Cachexia

Increased

1. Argiés JM, o1 al. Mufr Mstab Camiiovase Dis 2012 1-6. + 2, Donahoe CL, st al, Gasioenferal Res Pract, 2011.2011:601434 + 3, Fearen KC, at al Cel Matab. Aun B 2012162153165
= 4 Andrayey K. ot al. Eur J Cancer, Mar 1998 34{4] S13-509, + 5 Dawys WD, at al, Am J Med, Dcl 1006841 451437 = & Ovesen L, 6t 2l. Nofr Cancer, 1593,18(2) 150167 + 7
Bashmann J, ot al, J Gastrointst Swg. Jul 2008.12(7) 11831201, = &, Dhanapal R, ot al, / Oral iMaxlatas Fathal Sep 2011:15(35267-260. » & Mann Gare MM, 6l &l Gl Wts. Jun

2007:26(35258-301
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Body mass index does not distinguish between muscle and fat and
therefore does not identify signs of muscle wasting.

Body composition can be measured by anthropometry, bioelectrical
impedance analysis, dual energy x-ray absorptiometry, magnetic
resonance imaging, or computed tomography (CT) scans. As with
total weight loss, loss of lean body mass is directly correlated

with poor tolerance to treatment, decreased quality of life, and
decreased survival.

ﬁj ProSure. Strength to Fight

Assessing Body Composition

*

BMI
BODY COMPARISON

Weight Loss?
BMI (body mass index)

Magnetic resonance
imaging (MRI)

DEXA (dual energy
x-ray absorptiometry)

Anthropometry

BIA (bicelectrical
impedance analysis)

Computed tomography
(CT) images
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CT imaging can distinguish between different adipose deposits
(visceral, subcutaneous, and intermuscular).

CT images are routinely available for most cancer patients for
diagnosis and monitoring of treatment and disease progression.
Image analysis software is available to analyze CT scans for body
composition. Diagnostic images used to identify muscle wasting.
Can evaluate both muscle and fat

Red color indicates skeletal muscles: rectus abdominus, oblique
and lateral abdominal muscles, psoas, paraspinal muscles. Patient
at left shows sarcopenia (severe muscle depletion); both patients
have identical BMI (28 kg/m?) and body surface area.

Computed tomography (CT) images of skeletal muscle at defined
vertebral landmarks: the 3rd lumbar vertebra and the 4th thoracic
vertebra Because these images are readily available for most
cancer patients, they can provide a way for clinicians to monitor
nutritional status over time based on:

e skeletal muscle wasting

altered distribution of body fat
e accumulation of visceral adipose tissue

e pathological accumulation of lipids in tissues (i.e.,
hepatosteatosis, myosteatosis)

*

Computed Tomography (CT) Images of
Skeletal Muscle

A way to monitor nutritional status over time based on:
skeletal muscle wasting
altered distribution of body fat
accumulation of visceral adipose tissue
pathalogical accumulation of lipids in tissues (i.e., hepatosteatosis, myosteatosis)
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When patients with cancer lose lean body mass, there can be
significant effects on clinical and functional status.

Research has shown reduced functional status in cancer patients
who have lost lean body mass. In patients with stage 3 and 4 head
and neck cancer who lost lean body mass there was a significant
decline in physical performance, a significant increase in functional
dependence with ADLs, and a significant decrease in total physical
activity level for household, leisure-time, and sports activities.

In addition, research has also shown that a loss of lean body mass
is associated with reduced tolerance to treatment as demonstrated
by dose reduction, treatment interruption or discontinuation as well
as decreased survival. A small study of lung cancer patients who
received radiation showed that in patients with decreased body
protein, there was earlier recurrence of disease and a decreased
survival. Also, a large retrospective study of over 1500 patients
treated over a 6 year period showed that patients with weight loss
received less treatment, had decreased survival, and decreased
treatment response, quality of life and performance status.

Loss of Lean Body Mass (LBM) Is Associated
With Poor Clinical and Functional Outcomes
B o ¥

Reduced functional status
in cancer!
* Decreased total physi clivity
= Decline in physical performance
Decreased strength
Increased functional
dependence (activities of
daily living)
Reduced tolerance to cancer
treatment?®
Dose reduction and treatment
interruption or discontinuation
Decreased median survival time

Hetal k
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2115 patients with solid tumours of the respiratory or
gastrointestinal tract from a cancer treatment centre serving
northern Alberta, Canada

1. Prado CM, Lieffers JR, McCargar LJ, et al. Prevalence and clinical
implications of sarcopenic obesity in patients with solid tumours
of the respiratory and gastrointestinal tracts: a population-based
study. Lancet Oncol. Jul 2008;9(7):629-635.

This study provides evidence of the great variability of
body composition in patients with cancer and links body
composition, especially sarcopenic obesity, to clinical
implications such as functional status, survival, and
potentially, chemotherapy toxicity.

2. Tan BH, Birdsell LA, Martin L, Baracos VE, Fearon KC. Sarcopenia
in an overweight or obese patient is an adverse prognostic factor
in pancreatic cancer. Clin Cancer Res. 2009;15:6973-79.

3. Prado CM, Birdsell LA, Baracos VE. The emerging role of
computerized tomography in assessing cancer cachexia. Curr
Opin Support Palliat Care. 2009;3:269-75.

4. Prado CM, Baracos VE, McCargar LJ, et al. Body composition
as an independent determinant of 5-fl uorouracil-based
chemotherapy toxicity. Clin Cancer Res. 2007;13:3264—68.

5. Prado CM, Baracos VE, McCargar L, et al. Sarcopenia as a
determinant of chemotherapy toxicity and time to tumor
progression in metastatic breast cancer patients receiving
capecitabine treatment. Clin Cancer Res. 2009;15:2920-26.

Loss of LBM in Patients With Cancer

+ Low muscle mass is common and an independent
predictor of immobility and mortality?

+ Low muscle mass is an independent adverse
prognostic indicator in cbese patients with advanced
pancreatic cancer?

+ Patients with sarcopenia seem prone to toxic effects
during chemotherapy?#5 requiring dose reductions
and treatment delays (treatment interruptions)3

1. Prada, ef sl Lancel Chicol, 2000.9:629.635. + 2Tan, el al. Clin Cancer Res. 200.15.6973.79. + 3 Prado. et al. Cur Opin
12:3:280.275, + 4. Pratio, ot ol Clin Cancar Fas. 2007:13-9264.1068. + & Prack, of al. Ciin Cancer
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In a study of 55 women with metastatic breast cancer who were receiving
capecitabine, sarcopenia was found to be a factor in dose-limiting toxicity
and treatment interruptions (dose reductions or delays). Twenty-five percent
of the women in the study were classified as sarcopenic, which occurred in
normal weight, overweight, and obese individuals. Toxicity developed in 50%
of sarcopenic patients compared with only 20% of nonsarcopenic patients
(P=0.03). Patients with sarcopenia also experienced shorter time to tumor
progression (101.4 days; confidence interval, 59.8-142.9) compared to
nonsarcopenic patients (173.3 days; confidence interval, 126.1-220.5;
P=0.05).

1. Prado CM, Baracos VE, McCargar LJ, et al. Sarcopenia as a determinant
of chemotherapy toxicity and time to tumor progression in metastatic
breast cancer patients receiving capecitabine treatment. Clin Cancer
Res. Apr 15 2009;15(8):2920-2926.

Lean Body Mass and Cancer Treatment

» Patients with metastatic breast cancer receiving capecitabine
(n = 55)
— 25% identified as sarcopenic
— Low LBM is a determinant of chemotherapy toxicity and time to
progression
Toxicity present in 50% of sarcopenic patients compared with only
20% of nonsarcopenic patients (P = 0.03)

Time to tumor progression shorter in sarcopenic patients than in
nonsarcopenic patients (101.4 vs 173.3 days, P = 0.05)

Prada CM, et al. Ciin Cancer Ros. Apr 15 2009;15(8)-2920.2926
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N=55 patients ‘

Sorafenib accelerates LBM wasting Lean Body Mass and Cancer Treatment

Dose-limiting toxicity (DLT) was most common (41%) in sarcopenic

patients whose body mass index (BMI) was <25 kg/m?. Patients with renal cell carcinoma receiving sorafenib (n = 55)

This difference was especially prominent in males, of which those with « BMI < 25 kg/m? with decreased skeletal muscle mass is a significant predictor
. ) ’ ) of dose-limiting toxicity
DLT were on average 3.3 units of BMI lighter than those without (P <

002) Males W|th DLT had Signiﬁcantly |ess Skeletal mUSCIe than those Variable, average Patients with | Patients who received Statistical
without DLT. (SD) dose-limiting | the entire planned dose | values, P
n=8

Male n=29

Antoun S, Baracos VE, Birdsell L, Escudier B, Sawyer MB. Low bOdy Weight (kg) 75.1(2.9) 84.8 (12.9) NS
mass index and sarcopenia associated with dose-limiting toxicity BMI (kgim?) 243(27) 2756 (3.5) 002
of sorafenib in patients with renal cell carcinoma. Ann Oncol. Aug S e G | e g 54180) 002

2010;21(8):1594-1598.

Adipose tissue L3 index?  82.3 (56.7) 118.4 (51.0) NS

Antaun S, o4 al. Ann Gncol. Aug 2010.21{8) 1584-1588.
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Since weight loss is common among cancer patients, a number of ) o i ‘
nutritional and pharmacological strategies have been tried. In patients Conventional Nutrition Interventions
with cancer cachexia, the conventional strategies listed on this slide Have Limited Success for Cachexia
have supported weight stabilization, and sometimes weight gain.
However, they provide little or no help for increasing lean body mass. - Dietary counselling’ 2

The main reason these strategies have been met with little success

. S ) : + Standard oral nutritional products® 2
is that they do not address the physiological mechanisms underlying

+ Enteral nutrition24

cachexia. + Total parenteral nutrition2%
Nutritional counseling — including the encouragement of standard oral +  Appetite stimulants57
supplements.

A systematic review and meta-analysis of thirteen studies that included
1414 cancer patients evaluated the effect of oral nutritional interventions
(defined as dietary advice, oral nutritional supplements, or both) in
malnourished patients with cancer. Nutritional intervention was found

to result in statistically significant improvements in weight and energy e
intake. Some aspects of quality of life (emotional functioning, dyspnea, i
loss of appetite, and global QOL) also showed improvement, but there e
was no effect on mortality. (Baldwin C, Spiro A, Ahern R, Emery PW. e ST

Oral nutritional interventions in malnourished patients with cancer: < ond Get Back 1o Life 2 ) Abbott

Conventional interventions do not address
the mechanisms underlying cachexia

ar 7 2012,104{51:371-385
Eur J Ol Murs. 20058 Suppl 257483

12011601434

012

v (25080,
i Syst Rav. 2005(2.C0A04310

a systematic review and meta-analysis. J Nat/ Cancer Inst. Mar 7
2012;104(5):371-385.)

Standard oral nutritional supplements —a 1999 review showed
that of 11 RCT’s (in patients with cancer), 9 investigated weight
change; however, only one showed a significant increase in weight in
supplemented vs. control patients. (Stratton, RJ and Elia, M.Clinical
Nutrition. 1999;18, S2:29-84).

Tube feeding (enteral nutrition)

Should be reserved for patients with a functioning Gl tract and whose
nutritional status cannot be maintained with oral nutrition. Few
randomized controlled trials have been conducted in people with cancer
receiving enteral nutrition; larger, prospective studies are needed.

Total parenteral nutrition (TPN) — Requires invasive procedures, is
expensive, and is associated with potentially serious complications. TPN
should be reserved for patients with non-functional Gl tracts. A number
of randomized trials have evaluated the effect of TPN in people receiving
chemotherapy for a variety of tumor types. These studies found that
people who received TPN in conjunction with chemotherapy had a lower
survival rate than people receiving chemotherapy alone. As a result

of this meta-analysis, The American College of Physicians published

a position paper discouraging the use of TPN in people with cancer
undergoing chemotherapy and recommended further trials to determine
which subgroups might benefit from nutrition support

Appetite stimulants may help weight gain, but this weight is mostly as
water and fat rather than lean body mass.



This classic study demonstrates how simply increasing food intake
does not overcome the adverse metabolic changes and weight loss
attributed to cachexia. The 1993 study by Ovesen and colleagues
examined the effects of nutritional counseling on patients
undergoing chemotherapy. This study enrolled 105 patients with
small-cell lung, ovarian, or breast cancer. Each patient was
randomized to receive either no counseling or counseling with

the aim of increasing caloric intake to 1.5 to 1.7 x resting energy
expenditure. Although patients who received counseling had
significantly increased appetites and dietary intakes and increases
in triceps skinfold measurement, there was no significant benefit in
terms of weight gain, response rate, and overall survival.

Nutrition Counseling Increases Calorie
Intake Without Significant Weight Gain

B
15 - =+ Counseled
1 ~#- Control
0.5 1
0
—0.51
-11
-1.54
-2~

Increased dietary intake does not offset
metabolic changes attributed to cachexia.

OvesenL, el al J Ciin Oncol, 1993120432048,
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A number of treatment strategies have been employed to help
build and preserve muscle. | will discuss protein and omega-3
fatty acids, specifically eicosapentaenoic acid, ingredients found in
ProSure.

Muscle Building

+ Physiology and nutrition

— anabolic assistance-
testosterone, resistance
training, insulin

— nutrients essential for
muscle building-protein,
amino acids, omega-3
fatty acids (EPA*),
creatine, vitamin D

+ Drugs (anabolic steroids)

“einasapentaencic acid (EFA)

-
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In this presentation, | will review some clinical study results about
ProSure, cancer-specific therapeutic nutrition from Abbott.

A key message from today’s presentation is that ProSure has

been clinically shown to help delay and/or reverse symptoms of
cachexia—weight loss, muscle loss and weakness, and decreased
physical activity. Use of ProSure as an oral dietary supplement

is also recognized to help maintain quality of life, as reported by
patients. Used early in the course of disease, ProSure is expected
to help prevent and/or delay development of the harmful symptoms
of cachexia.

E ProSure. Strength to Fight

Cancer-Specific Nutrition May Help Delay or Reverse
Cachexia-Related Weight and Lean Body Mass Loss

PRECACHEXIA

e | "

Cancer-specific nutrition may also help maintain or restore quality of life

CACHEXIA

= =

REFRACTORY CACHEXIA

by relieving symptoms, enhancing strength, and supporting physical
activity.

and Get Back o Life “ a Ab b

Dietary eicosapentaenoic acid (EPA) benefits people with cancer
by attenuating cachectic mechanisms. EPA is a long-chain
polyunsaturated omega-3 fatty acid, which is synthesized by
marine algae. EPA occurs naturally in deep-sea oily fish such as
salmon, mackerel, herring, and sardines. In turn, when humans eat
fish, they build up EPA reservoirs, which vary according to eating
habits of populations and individuals.

Long-chain PUFAs such as EPA are the main components of
phospholipids in cell membranes, thus playing a structural role

in cells. Cell membrane PUFAs also serve as a reservoir of lipid
precursor molecules needed for synthesis of regulatory molecules,
e.g., prostaglandins and leukotrienes. These molecules variously
control cellular inflammatory processes in the human body.

Sourced from the diet, PUFAs such as arachidonic acid produce
prostaglandins and leukotrienes that are highly inflammatory;
EPA is a precursor to mediators that are similar but with less-
inflammatory properties. Dietary intake of EPA may help avert
excessive and harmful inflammatory responses to tumors.

-

Eicosapentaenoic Acid (EPA), a Novel
Nutritional Approach

* Long-chain omega-3 fatty acid (20:5n-3) found naturally in deep-sea oily fish
+ Component of cell membranes
+ Decreases proinflammatory cytokine production’ 2 3.4
+ Down-regulates the inflammatory response’ 2.3.5
Down-regulates level/activity of proteolysis-inducing factor (PIF)3 &

Eicosapentaenoic acid (EPA)

VW
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In animal and human studies, dietary EPA (fish oil or pure EPA), has \
been linked with a wide range of beneficial effects in conditions of Dietarv EPA Blunts Inflammation
excessive inflammation, namely y

Decreases proinflammatory cytokine production 234
Down-regulates the inflammatory response™2 %5

Down-regulates level/activity of proteolysis-inducing factor (PIF)®¢

1. Wigmore SJ, et al. Nutrition. Jan 1996;12(1 Suppl):S27-30.

2. Wigmore SJ, et al. Clin Sci (Lond). Feb 1997;92(2):215-221.
3. Barber MD, et al. Nutr Cancer. 2001;40:118-124.

4.Endres S, et al. N Engl J Med. Feb 2 1989;320(5):265-271.

5.Jho D, et al. Am Surg. Jan 2003;69(1):32-36.

6. Lorite MJ, et al. Br J Cancer. 1997;76(8):1035-1040.

Based on these actions, dietary EPA is expected to lessen L
symptoms of cancer cachexia. Does it work? Let’s move to the f-j Fridus St o P, —
r‘IeXt Sl|de l?.."é..-."‘.‘ ack to Life Pl

Intake of EPA has been specifically shown to stabilize weight in \
weight-losing patients with tumors. This slide summarizes designs Dietary EPA Studies

and results of 2 oral EPA nutrition studies conducted by Wigmore

and colleagues.

Wigmore 1996—Study done with fish oil (max EPA) capsules. Study Design Results
Weight-losing patients with unresectable pancreatic tumors (n=18) " < ot |+ 18 patients with pancreatic cancer ' )
were instructed to take up to 16 one-gram fish oil capsules (2 g O tron, |+ Weightloss of 29 ky/month before EPA | Weight
EPA) each day over a median interval of 3 months. Median weight 1960527 || & 220G ERAOBYIr (2 stabiization
change +0.3 kg/month. |+ 26 patients with pancreatic cancer
Wigmore 2000—Dose response study. 26 patients with N Cancet, :’Eii':;fjs 'me'?zkg’"':"lh before EFA . ffl".ight!
unresectable pancreatic cancer. Patients instructed to take up to zomsenrs ; S slabten
12 capsules each day (6 g EPA) (high-purity EPA capsules—not
available on the market). Saw no advantage with 6 g over 2 g/day * <2 g EPA/day MAY NOT BE EFFECTIVE
in previ ous stu dy. 6- 2 g EPA/day = recommended dose

+ 69 EPA/day MAY NOT BE BETTER than 2 g

During the study weight stabilized. Such results contrast with the

usual weight-losing profile of patients with pancreatic cancer. !

2 g EPA per day appears to be the optimum dose for weight E’J e e ool A Abbott
stabilization. With fish oil capsules, patient generally had difficulty Ll
consuming the recommended amount (up to 16 capsules/day).

Some patients complained of a fishy aftertaste, fishy odor on their

skin, or transient diarrhea.



| will now review results of several studies using ProSure in a
number of different cancer types.

-+ Cachexia
+ Scientific Evidence for ProSure
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Hypothesis - If fish oil and EPA stabilize weight by attenuating
harmful metabolic and inflammatory changes associated with
cancer cachexia, EPA in combination with energy, protein and
micronutrients will support new tissue synthesis and will result in
weight gain. To test this hypothesis, a specialized EPA containing
nutritional formulation, now known as ProSure, was developed.

ProSure® Hypothesis

i
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ProSure®, a therapeutic nutritional product, is scientifically ‘
formulated to help manage cancer cachexia and weight loss. What Is ProSure?

¢ ProSure® is enriched with eicosapentaenoic acid (EPA),

an omega-3 fatty acid that helps decrease the harmful
inflammatory and metabolic changes caused by the presence

of cancer cells. ProSure is a therapeutic nutritional
. . . . . product scientifically formulated to help
* ProSure® contains a high amount of high quality protein to help manage cancer cachexia.
build lean body mass (16 g protein per serving) + ProSure is enriched with EPA
e ProSure® is calorically dense (300 calories per serving) nbrosureicontainsiaihigh/amount

of high quality protein
* ProSure is calorically dense

ﬁ:: ProSure. Strength to Fight
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The Fearon et al. 2003 study was designed as a prospective, \
double-blind, randomized, multi-center trial enrolling 200 patients Fearon et al 2003
with unresectable pancreatic cancer who were experiencing Weight Effect of a protein and energy dense n-3 fatty acid enriched oral supplement on loss of weight

and lean tissue in cancer cachexia: a randomized double wnd trial
..

loss. This study was conducted in 12 sites in 7 countries (England,

Scotland, Netherlands, Italy, Belgium, Australia, Canada). Piironke Py desinn l
Patients were randomly assigned to receive either ProSure or an - Toexamine the effect of Prospective, randomized,

B PP f . ProSure® on weight and lean controlled, double-blind multicenter
|socalor|cZ isonitrogenous control §upplement without EPA. The oty e {LBM) it patierds trial including 200 patients with
therapeutic goal was for each patient to consume 2 servings per with cancer-induced weight loss pancreatic cancer

day for 8 weeks. Median weight loss was 3.3 kg/month before
enrollment. 95 patients were randomized to the experimental
group that received ProSure; 105 patients were randomized

to the control group that received an isocaloric, isonitrogenous
nutritional product. The difference between nutrition supplements
was that ProSure contained EPA, and the control product did not (a
specifically designed control, not a marketed formula).

Median weight loss 3.3 kg/
month prior to study

= 2 servings ProSure® or control/
day for 8 weeks

+ Evaluations at baseline,
4, and 8 weeks

Clinically Demanstrated Results

Faaron i, 1 8l Gut. 200352:1479-1486.
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Results illustrated on this slide show gains in weight and lean

body mass in patients who consumed ProSure. The effects of
ProSure are dose-related, and results suggest that patients need to
consume 1.5 to 2 servings/day of ProSure nutrition supplement for
optimal benefit.

Study Findings: Gain in Weight and LBM N&
With 1.5 to 2 Servings of ProSure Per Day

Change in weight and LBM at 8 Weeks
in patients with pancreatic cancer

2 n=26 n=22

n=10 =8

n=6 n=3 n=g n=8

B Weight
¥ Lean Body Mass

Change in Weight and LEM (kg)
1
L%}

0-0.5serv 0.5-1.0serv 1.0-1.5serv 1.5-2.0serv

Clinically Demonstrated Results

B Faaron K, 6f al, G 20035214 79-1486,
E ProSure. Strength to Fight bott
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Moses and colleagues studied the effect of ProSure on physical
activity level (PAL) in 19 weight-losing patients with pancreatic
cancer. Study participants were asked to consume 2 servings/
day of nutritional supplement (control, n=12; ProSure, n=7) over
an interval of 8 weeks. The control supplement was identical to
ProSure, but it lacked EPA.

Total energy expenditure (TEE) was measured at baseline (within
the first 14 days of the study) and again between 6 and 8 weeks
using the doubly-labeled water technique. Resting energy
expenditure (REE) was measured by indirect calorimetry, and PAL
was calculated by the formula PAL=TEE/REE.

Moses et al 2004 ‘

Reduced total energy expenditure and physical activity in cachectic patients with pancreatic cancer can
be modulated by an energy and protein dense oral supplement enriched with n-3 fatty acids

Purpose Study design

To assess total energy
expenditure (TEE), resting
energy expenditure (REE) and
physical activity level (PAL) in
cachectic patients with advanced
pancreatic cancer

-Prospective, randomized, double-
blind, controlled trial in 19 weight-
losing patients with pancreatic cancer

-Patients were randomized to receive
either ProSure or an isocaloric,
isonitrogenous control supplement
for 8 weeks

*Total energy expenditure (TEE) was
measured using the doubly-labeled
water technique. Resting energy
expenditure (REE) was measured by
indirect calorimetry

Clinically Demonstrated Results

Mases A, stal, Gr | Can. 2004 90:896-1002.

-PAL was calculated by the formula
PAL = TEE/REE

E ProSure. Strength to Fight
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There was a statistically significant (P = 0.005) increase from
baseline PAL in the ProSure group. There was no significant PAL
change in the control group; most patients remained confined

to bed. This significant increase in PAL parallels the significantly
increased Karnofsky Performance Status previously reported for
pancreatic cancer patients who received ProSure nutrition. (Barber,
etal. BrJ Cancer. 1999).

The values for the chart on the slide are from: *Moses AG, Slater
C, Barber MD, Fearon KC, Preston T. An experimental nutrition
supplement enriched with n-3 fatty acids and antioxidants is
associated with an increased physical activity level in patients with
pancreatic cancer cachexia. Clin Nutr. 2001;20 (Suppl 3):21.

Study Findings: Significant Increase in Phy&
Activity Level (PAL) in the ProSure Group

1.6 7
— Normal
2 15 Sedentary
i
- Level
2z 144
2
g 13
8 124 . Confined
23 to Bed
& 1.1
1.0
Baseline 8 Weeks Baseline 8 Weeks
Control (n=12) ProSure (n=7)
P=NS P=0.005
Clinically Demonstrated Results
E Maoses A, et al. B Can, 2004;90:006-1002.
= ProSure. Strength o Fight
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A study by Guarcello and colleagues evaluated weight losing
patients with lung cancer who were scheduled to undergo
chemotherapy. Patients (n=46) were randomized to supplement
their usual oral diet with either 2 servings per day of ProSure
(high-protein, energy-dense, low-fat, EPA-containing nutrition
supplement) or an isocaloric, isonitrogenous nutrition supplement
without EPA. The study length was 60 days, with assessments at
baseline, 30 days, and 60 days.

ﬁj ProSure. Strength to Fight

Guarcello et al 2007 ‘

EPA-enriched oral nutritional support in patients with lung cancer: effects on nutritional status

Purpose

To evaluate the effect of
ProSure® on nutritional status
and quality of life in patients with
lung cancer scheduled to
undergo chemotherapy

Study design

*Randomized, controlled, double-
blind trial including 46
malnourished lung cancer patients
(n=26 ProSure; n=20 control)

and gualnz of life

“Weight loss > 10% over past
6 months

+2 servings ProSure® or control/
day for 60 days

|
| Clinically Demonstrated Results

Guaroallo M, st al. M Ther & Mefab, 2007,25(1):25-30
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Over the 2-month study interval when chemotherapy was
administered, only patients who received ProSure showed
significant increases in body weight and quality of life, as
shown in this table.

ProSure-consuming patients also had significant increases in
energy and protein intakes, as well as improved appetite. In
patients who consumed ProSure, negative acute phase proteins
increased (prealbumin, transferrin levels), while C-reactive protein,
an inflammatory marker, decreased.

ﬁ ProSure. Strength to Fight

Study Findings: Significant Increase in Body M
and Functional Quality of Life (QOL) with ProSure

ProSure (n=26) Control (n=20)

Baseline 30 days 60 days Baseline 30 days 60 days
Body weight, kg 57.7 58.6° 58.6" 59.1 57.0 59.1
QoL - -
EORTC QLQ-C30 St 64.4 82.2 T7.T 62.2 724 L

“P=< (.05 vs baseline (Wilcoxon Test)
tEORTC-QLQ-C30 FS, self-administered 30-item questionnaire measuring physical functioning

Guaeneio M, ot Noir Ther & Motab, 2007250112530

M7 el i 5 ] Abhott

This slide summarizes some of the most recent clinical studies of
ProSure. As will be summarized in the following series of slides,
intake of ProSure nutrition provided benefits to patients with many
other types of cancer, including those who were undergoing active
cancer treatment.

™

ProSure Clinical Trials Show Efficacy in
Other Cancer Types

+ Bayram 2009
— Children with leukemia and solid tumors

+ Read 2007

— Adults undergoing chemotherapy for advanced colorectal cancer
+ Van der Meij 2010, 2012

— Adults receiving chemo-radiotherapy for lung cancer
* Ryan 2009

— Adults requiring surgery for esophageal cancer

Clinically Demonstrated Results

Bayram |, st al. Peckalr Biood Cancer. May 2009/52(51571-574
Read J, & sl. Sugpart Cars Cancer. 2007.15:301-307

van dar Mai| BS, e al. J utr, Dt 2010,1404 10117 74-1780
van dar Mal BS. et al, Eur J Gilr Nutr. Mar 2012,66(3):385-404
Ryan AM, €181, Ann Surg. Mer 2008:249(3) 355-353

5 a Abbott
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Bayram et al conducted a study of children with cancer who were
receiving chemotherapy. Children were advised to drink two 8-0z
servings per day (morning and evening) of ProSure in addition to
their usual food. Weight and body mass index were evaluated at
3 months.

Bayram et al 2009

|

The use of a protein and energy dense eicosapentaenoic acid containing supplement for malignancy-

related weight loss in children

Purpose

*  To evaluate the effect of
ProSure® on cancer-related
weight loss in children who
were undergoing chemotherapy

Study design

*Prospective, randomized, open-label
study, in 52 children with leukemia or
solid tumors. Control n=19 (leukemia
n=11; solid tumors n=8); ProSure

8

E ProSure. Strength to Fight

n=33, (leukemia n=18; solid tumors
n=15); mean age was 7.5 years
-ProSure recommended at 2 servings
per day (morning, evening) in addition
1o usual food

*Weight changes, body mass index

| (BMI), and tolerance were monitored

| for 3 months, with a subset of patients

I (n= 23, ProSure n=15, control n=8}
Clinically Demonstrated Results

followed an additional 6 months
Bayram I, et al. Pealiatr Blocd Cancer. May 2003:52{51571.574

&7 cnd Got Back o Lifa " " o

After 3 months, only 6.1% of children in the ProSure group lost
weight, compared to 47.4% of children in the control group.
Similarly, 12.1% of the children in the ProSure group had a lowered
body mass index (BMI), compared to 52.6% of children in the
control group. These differences were associated with a higher rate
of cancer remission in the ProSure group compared to the control
group (87.9% vs 63.2%, P=0.036).

Pediatric applications are advised at the discretion of the treating
physician.

Study Findings: Significantly Fewer Children Consuming P&
Experienced Weight Loss and Body Mass Index (BMI) Reduction*

n
g M ProSure
5
E 20 121% n=33)
k=]
= P = 0001 P=0002
E 40 (n=19)
= 474%

50 52.6%

Body Weight Loss  BMI Reduction

*Although ProSure nutrition was effective for treating children in this study,
ProSure was developed for use in adults. Pediatric uses of ProSure are at
the discretion of treating physicians.

Bayram |, &t al. Padaur Bioad Gancer, May 2009,52(5]571-574

E ProSure. Strength to Fight
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In a prospective, open-label study by Read and colleagues, patients
with advanced colorectal cancer were given ProSure 3 weeks
before chemotherapy began and for 9 weeks during chemotherapy.
n=23 patients enrolled, n=20 patients completed 3 weeks; and
n=15 completed 9 weeks. Study measures included weight, body
composition, C-reactive protein, and cytokine levels.

Read et al 2007

Nutrition intervention using an eicosapentaenoic acid (EPA)-containing supplement in patients with
advanced colorectal cancer. Effects on nutritional and inflammatory status: a phase Il trial

el

Purpose

~To assess the impact of ProSure on
nutritional and inflammatory status,
quality of life (QOL), plasma
phospholipids, and cytokine profile in
patients with advanced colorectal
cancer receiving folinic acid, 5-
fluorouracil, irinotecan (FOLFIRI), a
chemotherapy regimen often
associated with dose-limiting

Study design

-Prospective, open-label study (n=23
patients enrolled; n=20 completed 3
weeks; n=15 completed 9 weeks)

ProSure recommended at 2 servings
per day (morning, evening) in addition
1o usual food, starting 3 weeks before
chemotherapy began and centinuing
for 9 weeks during chemotherapy

loxciips *Measures included weight, body

composition, G-reactive protein, and
cytokine levels.

Clinically Demonstrated Results

Fasd J, 8t &), Support Carm Cancer, 2007;15:301-307

E ProSure. Strength to Fight
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Results of the Read study showed that drinking ProSure (average
daily intake 408 mL) during chemotherapy produced:

e significant increase in weight

e preservation of lean body mass (and although the improvement
in LBM was not statistically significant, an approximate increase
of 1.4 kg LBM may be clinically relevant and contribute to the
improvement in QOL)

e significant decrease in C-reactive protein, an inflammatory
marker, by end of trial (during or after chemotherapy)

e maintained quality of life (QOL)

E ProSure. Strength to Fight

Study Findings: ProSure Increases Weight, Prese%~
LBM, and Maintains QOL During Chemotherapy

Nutritional and inflammatory markers and functional status for
patients requiring chemotherapy for advanced colorectal cancer,
Mean values (SD)

Pre-chemo punnoloy
Baseline End week 3 post-chemo P value*
End week 9

Weight, kg 75.8 (17.0) 784 (17.5) 78.4 (17.4) 0.03
Lean body mass, kg 50.3 (10.7) 514 (10.2) 51.7 (10.6) NS
C-reactive protein, mg/L 18.2 (13.9) 33.1(32.6) 19.4(17.7) %%lj;t\[:::kg))
QOL-overall

well-being 7(2.2) 7(1.7) 8(1.7) 0.05

*P valugs are for baseling vs timepoint value; NS, not significant

Fear J, et al Suppart Care Cancer 2007:15-301.307.
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van der Meij and colleagues conducted a double-blind, randomized,
controlled trial of patients with stage Il non-small cell lung
carcinoma (n=40). Patients were asked to consume two servings a
day of either ProSure nutrition supplement or an isocaloric control
supplement during 5 weeks of chemo-radiotherapy.

Outcome measures: included body weight, physical activity (by
physical activity monitor), and quality of life (by EORTC QLQ-C30).

E ProSure. Strength to Fight

*

van der Meij 2010, 2012

Purpose

= Toinvestigate the effects of
ProSure on quality of life,
performance status, handgrip
strength, physical activity,
nutritional status, and
inflammatory markers in patients
with non-small cell lung cancer
undergoing mutlimodal
treatment.

Study design

*Double-blind, randomized, placebo-
controlled trial (n=40)

7

-Patients were randomly assigned to
receive 2 servings per day ProSure
or a control isocaloric supplement in
addition to usual food over a course
of 5 weeks

+Outcome measures: body weight,
physical activity (by physical activity
menitor), and quality of life (by
EORTC QLQ-C30)

Clinically Demonstrated Results

van dar Mail BS, ot al, J Mur Oct 2010;140(10)1774-1780,
van dar i B, ot al. Eur J Gilr Nulr. Mar 2012;65(3):339-404

S o Bae sl e “ a Ab i

Findings of the van der Meij study underscore the beneficial
effects of high-protein, calorically-dense, low-fat nutrition with EPA
(ProSure) on nutritional status and physical activity in patients with
lung cancer undergoing chemo-radiotherapy.

Physical activity was measured by a sophisticated physical activity
monitor. This device was more than a pedometer because it was
able to measure a greater range of physical activity.

Compared to the control group, the ProSure group had higher
physical activity levels at weeks 3 and 5 (P < 0.05). In addition,
there was better weight maintenance than controls during weeks
2 and 4 (P < 0.05) and better maintenance of fat-free mass after 3
and 5 weeks (P < 0.05).

Study Findings: ProSure Maintains Physical ‘
Activity* and Weight* in Patients With Lung Cancer

31
ProSure -
n=20) (n=20) =
g
s 0
& 41
g -
&
E -2
g 2
. g 3
£ 9
[ ! 4]
Week | Week 3 Week 5 -

Week1  Week2* Week3  Wesk 4" Week5
*P <005 *P <005

Physical activity, measured with a physical
activity monitor, was significantly greater with
ProSure vs. the control supplement at week 3

(P<0.05)

Weight maintenance was significantly better with
ProSure than with the control supplement during weeks
2 & 4 (P<0.05)

Clinically Demonstrated Resuits B
ﬁ;" ProSure. Strength to Fight bott
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Esophageal cancer is particularly challenging to patients because \

of severity of both the cancer and its treatment. Ryan and Ryan 2009
Reynolds also showed benefits with the use of ProSure by patients el gl b e i e

undergoing surgery for esophageal cancer (esophageal resection or
esophagectomy).

Purpose Study design

To evaluate the effects of -Double-blind, controlled trial
ProSure on the metabolic,
nutritional, and immuno-
inflammatory response to
esophagectomy, and on
postoperative complications

For this study, patients were randomly assigned to receive either
ProSure (2 servings,with a total of 2.2 g EPA per day; n=28) or an
isocaloric, standard nutritional formula (n=25) for 5 days before
and for 21 days after surgery. Measures included lean body mass
(measured by bioelectrical impedence analysis [BIA]) and serum
cytokine levels.

-ProSure (n=28) or control
nutritional supplement (n=25) at

2 servings per day, 5 days
preoperatively (orally) and 21 days
postoperatively (via jejunostomy)

*Measures included lean body
mass and serum cytokine levels

Clinically Demonstrated Results

Ryan AM, st al. A Surg. Mar 2009,243(31:355-282.

E ProSure. Strength to Fight bott
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In the hospital, 39% of patients fed the standard formula o o &
experienced severe weight loss (defined as > 5% total body Study Findings: ProSure Helps Maintain We
weight), but only 8% of patients fed ProSure showed such loss, a in Hospital (for esophageal cancer surgery)

difference that was statistically significant (P =0.03). o . )
Significantly fewer patients consuming ProSure vs.

control experienced severe weight loss

% patients with weight loss

ProSure Control

(n=28) (n=25)
Clinically Demonstrated Results

Ryan AM, &1 al. Ain Surg, Mar 2008:240(3):355-363

E ProSure. Strength to Fight bott
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Patients fed ProSure had no significant loss in lean body mass o ] ‘
throughout the study, while patients fed control (standard enteral Study Findings: ProSure Protects Against LBM =
nutrition without EPA) lost significant amounts of muscle from the Loss in Patients With Esophageal Cancer Surgery

arm (0.2 kg; P=0.0.01), trunk (1.4 kg; P=0.03), and leg (0.3 kg;
P =0.05)—a total loss of 1.9 kg lean body mass.

Lean Body Mass

ProSure

Control

0.0 kg (P=ns) —3» — - 0.17 kg (P=0.01)

+0.2 kg (P=ns) -1.4 kg (P=0.03)

0.0 kg (P=ns) ——3p» - 0.3 kg (P=0.05)

= - Ryan AM, et al. Ann Surg, Mar 2008.24013) 355-363
B8 FrcSure. Strength 1o Flght
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-+ Cachexia and ProSure
+  Scientific Evidence DrE;oSure
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While early studies demonstrating ProSure efficacy were conducted
in severe weight-losing patients with pancreatic cancer, more
recent study results have confirmed benefits of ProSure in patients
with a wide range of cancer types, as summarized on this slide.

*

ProSure Studies Show Efficacy In a
Range of Cancer Types

5
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Further, the well-recognized benefit of ProSure nutrition therapy to
promote weight gain in cancer patients has now been confirmed
and extended to include a wide range of other important benefits.
ProSure also:

e Helps build or maintain lean body mass

¢ |mproves appetite and dietary intake

o Attenuates the proinflammatory response
e Increases strength

e Improves physical activity

e Improves quality of life

¢ Reduces treatment interruptions/toxicities

5

Clinically-Supported Benefits of ProSure®

Studies conducted in people with cancer show that ProSure can help:
Promote weight gain'-'4
Build or maintain muscle?. 35 & 10.12.15.18
Improve appetite and dietary intake!. 4.5 & 2. 1613
Aftenuate the proinflammatory response? @ 10 14-16. 1. 20

ProSure is also associated with:

Increased strength in those who gained weight??

Improved physical activity? 1 22
Improved quality of life? 5 9. 10, 16,17, 2123

Reduced treatment interruptions/toxicities'?. 1. 23 24

1;Baber M. ctal ¢ Car, 19961816086, - 2 Burbor WD, e, Cancor, Z001ADEA20. . Barber MD, el Gl Sci 00096:980.300. 4. + Foron K. ct ol Gt
2002:52:1475-1485. - 5B Cara Cancer. Apr 2005:1H4)270.274. - 6. Jatai i, et Gneol. 2004:22{1252455-2475, + 7. de Luis DA, etal.

e b Aot i A 20068 Aqwgsqg oo o B 104 Oct 2010140(10):1774.1780. Comeeate Mo i iah, 007 26(126.20
0. Read J. ot al. Suppert Cara Cancer. 2007:16:301-307. + 11, Capuara €. etal. iicna Parcnferale ca Enterals. 2006,23:41.45. + 12. Weed HG, et al.
Hesbeck b 207 AT 1027033 - 13Tkl oo, Mot Hoss. Ot S01G2S(SKTIGTAN, - 14, Vose . ook JPEN J Prunir Entra s, 201Z36(1101 26

5. Ryan . sta. A Sy Mor 2005249033658, - 16, Sancher Lara ot . Gl uppk st 19504, 17, Davidson . st . G M
i P A M-B0:99-1002. + 18 Barbar M, et o . Garcia Amaida JM. ot al. i Nair Supal 20105
[Eidt. » 21 von Megenie M. P S0 i O 2002 21cabtr 1538~ 22 vt s 55 oI Eur § G it e 2OV 04404, » 23 KIe D, ot o
G N Suppl 2013} 155, - 24, Bayram | o 1. P Bioos Cancar. Wy 2008 52(8 /571 674
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e When prescribing ProSure, the recommended intake is 2
servings per day for at least 3 weeks—in addition to normal : :
o per day ProSure® Practice Recommendations
e ProSure can be started early to help manage and/or delay onset
f hexi y p g y + Recommended dose = 2 packs/day T"rrréSmim MO,
0T cancer cachexia. in addition to normal food .-nfuf,'.l"‘:;i‘
. B s, TR A
¢ To help improve tolerance of cancer treatments (chemotherapy, + Start early to help manage and/or hﬂ%
radiation therapy, or surgery), ProSure intake can be started for a delay onset of cachexia &2. e
week or more hefore treatment or surgery. +  To help support tolerance to cancer Packs ‘Pmsure/day
. treatments, ProSure can be started x3 weeks
e A person should continue to take ProSure for as long as he or before beginning chemo- or radio-
she is at risk for ongoing weight loss and inflammation. therapy or before surgery
+ Continue ProSure therapeutic
nutrition as long as risk for ongoing
weight loss exists
G miombarmine " =l e
This slide summarizes the impact of cancer cachexia; describes the ‘

rationale for energy-dense, high-protein, EPA-containing ProSure as

therapeutic nutrition for people with cancer; and reviews clinically- Summary: Cachexia and Nutrition

proven benefits of ProSure nutrition.
- . . . + Cancer-induced weight loss is driven by a variety of metabolic alterations attributed
Abbreviations: EPA, eicosapentaenoic acid to cachexia ¢ Y Y

Because of these metabolic changes, increased caloric intake is insufficient to
restore body weight and muscle mass

The omega-3 fatty acid, EPA, helps stabilize weight loss in people with cancer’ 2

* EPA helps normalize metabolic alterations by:
Decreasing proinflammatory cytokine preduction?. 2.3.4
Down-regulating the inflammatory response!- 2. 2.5
Down-regulating level/activity of proteclysis-inducing factor (PIF)3.6

’5:" ProSure. Strength to Fight
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This slide summarizes take-home messages about ProSure based
on the presentation today. ProSure is:

e (Clinically-proven to provide a range of health benefits for people
with cancer

e A high-protein, energy-dense formulation that contains an
efficacious amount of EPA

e EPA attenuates harmful metabolic changes underlying cancer
cachexia
and weight loss

e Provides measurable results in some patients in as few as 3
weeks with
2 servings per day

ProSure Conclusions

+  ProSure is a clinically-proven'4
nutritional product that may help people
with cachexia and weight loss or risk for
these conditions

» ProSure is a high-protein, energy-dense
formulation that contains an efficacious
amount of EPA, which has been shown
to attenuate certain metabolic changes
underlying cancer cachexia and weight
loss ™18

+ Results in some patients can be seen in
as few as 3 weeks'? with as little as 2
servings daily

1. Barber M. ct al. Brit J Can. 1989;81:80-86. + 2. Barber MD, ot al. Nutr Cancer. 2001:40:118-124. « 3.
200%:52:1479-1484, « 6. Bauer JO, Capra S. Support Care Cancer. Apr 20051 H4)270-274. « 6. Jatai A, @ al. J Clin Oncal.
Nt Matab. Mar.pt 2D06:45(2)-96.59 + B, var dar Maij BS. etal. ) Nutr. Dct 2010, 140 10)-1T74.1780. +
Read J, ot al. Suppact Gare Cancar. 2007;15:301.307. - 11, Capuan 1. Rivista baiana o Nutriziana
Mgk Jul 201:33(7):1027- 1030 + 13.Trabal J, et al Nt Hosp, Oct (51736740, + 14. Vioss A, st al,
st al. Natrtion, Jan 1996;12(1 Suppl):527-30. 16. Wigmore S. Clin Sci {Lond). Fab 1997
1989;320(5):265-271. 16. Jo D, et al_Am Surg. Jan 2003:69(1):32-36_ 6 Lorite MJ, &t alBr J G
-:._3

ProSure. Strength to Fight
and Get Back ta Life

0 1112 156 01 —

5 . Abbott

A Promiss fo Life

. iction: Cachexia
~* Cachexia and ProSure
« Scientific Evidence for ProSure

3 PWo Fight and Get.
back to Life '.3

-
dies

ProSure. Strength to Fight
and Get Back ta Life

00 1112 15601 —




This case is intended to support discussion with clinicians based
on the preceding presentation of background information. The
following are points to emphasize:

e |ung cancer and its treatment by surgery are both likely to
increase inflammatory processes in the patient’s body.

e Caloric deficits and weight loss are therefore likely in a patient
such
as Clive.

e Consider the following points in your discussion about cancer
nutrition:

e ProSure therapy is clinically proven to promote weight
gain, help build lean body mass, enhance physical activity,
increase strength, and improve appetite and dietary intake.

e ProSure also attenuates inflammatory responses that can
occur with surgery.

e Arecent clinical study showed health benefits of ProSure
nutrition therapy (significantly better weight maintenance and
physical activity- van der Meij 2010, 2012)

e ProSure is recommended at a dose of 2 servings per day,
usually taken in addition to usual food between meals.

e The goal for nutritional therapy for Clive is to maintain or
improve his nutritional status and quality of life during cancer
therapy, and to improve tolerance to treatment.
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Case P I'Ofl | e (Not based on a real patient. For educational purposes only.}

Clive, a 67-year-old retired longshoreman, is a pack-a-day
smoker for the last 50 years even though his family and
friends have encouraged him to quit in recent years.

*He consdilted his physician due to a cough and hoarseness that had
persisted more than a month. Clive has also noticed a 10# weight loss
over the last month and is feeling more tired than usual.

«A chest x-ray revealed a localized mass in the right upper lobe of his
lung. A biopsy of the mass revealed cancer cells.

+The diagnosis is stage Il non-small cell lung cancer. He will
begin a multimodal treatment plan that includes concurrent
chemoradiotherapy followed by surgery.

“What nutritional issues can be expected during chemoradiotherapy
and after surgery? How can ProSure help with these issues?

“What ProSure regimen would you recommend for Clive?
How much and how long?

and Get Back o Life &

In addition to her small stature and recent weight loss, this patient
is at nutritional risk due to the tumor and its treatments (surgery
and chemotherapy).

Consider the following points in your discussion about cancer
nutrition:

e ProSure therapy is clinically proven to promote weight gain,
help build lean body mass, enhance physical activity, increase
strength, and improve appetite and dietary intake.

e ProSure also attenuates inflammatory responses that can occur
with surgery.

Dosing and regimen for ProSure therapy:

¢ |n addition to usual food, ProSure is recommended as 2 servings
per day.

¢ In a study by Read et al, ProSure was started 3 weeks before
chemotherapy began and continued during chemotherapy.

e ProSure nutrition should be considered as long as chemotherapy
is ongoing.
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Case pl’OfIl e (Not based on a real patient. For educational purposes only.)

Miriam, a 71-year-old small-statured

(45 kg or 99 pounds) widow, lives alone

but has maintained an active social life with

her friends and neighbors although she has

been feeling a little more tired than normal
and has had a 6% weight loss over the last
month despite a normal appetite.

* Aroutine colonoscopy revealed a small mass that
was biopsied. The pathology report reveals stage Il
colon cancer.

She will under go surgery followed
by chamolharapy‘

Miriam wants to maintain her independent living.
What nutritional issues can be expected following
surgery and during chemotherapy?

What ProSure regimen would you recommend for
Miriam? How much and how long?




To summarize, cachexia is a serious but reducible risk.

Cachexia Can Be Fought

Cachexia
is a serious but
reducible risk
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With ProSure, cachexia doesn’t have to interrupt cancer
patients’ lives.

Cachexia Can Be Fought
-

Cachexia Doesn't Have
% to Interrupt Life
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