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Clinical Trial Results — IBS-D

Decrease in Mean Number of Days With Global IBS-D Symptoms’ Si g n ifi ca ntly

. % reduced the days
6- 39% 38% 31 % 29% patients experienced loose stools

and other IBS-D related symptoms

Pilot study results suggest that EnteraGam® provides for a distinctive nutritional
requirement unique for IBS-D patients which could not be received from soy protein.

Mean Days With Gl-Related Symptoms

Clinical Medicine Insights: Gastroenterology

it Sl DA:; %?)Tni":)arlt Urgency ] Ratulence Evaluation of Serum-Derived Bovine Immunoglobulin Protein Isolate in Subjects
P<0.01 P 0.01 P<0.05 P<0.05 P<0.01 with Diarrhea-Predominant Irritable Bowel Syndrome- 2013:6 49-60.

Dale Wilson, Malkanthi Evans, Eric Weaver, Audrey L. Shaw, Gerald L. Klein
Data represents the SBI 10 g/day group

_ BASELINE _ END OF STUDY https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4020402/

* Results from a 6-week, randomized, double-blind, placebo-controlled study (N = 66). Subjects received either EnteraGam® 10 g daily, 5 g daily, or placebo. Subjects self-assessed presence and severity of GI symptoms daily using a 4-point scale (0 = none, 1 =mild, 2 =

moderate, 3 = severe). Number of days with symptoms was calculated for each 2-week period per subject. Data represents within-group changes from baseline to end of study among: (1) Subjects taking 10 g dose of EnteraGam® daily (n=15); and (2) subjects within say

protein placebo group (n=22). No statistically significant reduction in the number of days with any Gl-related symptoms for placebo group. Study was not powered to demonstrate between-gro_
EnteraHealth
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Published Clinical Cases — Irritable Bowel Syndrome w/ Diarrhea (IBS-D)
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Oral serum bovine i lobulin imp: IBS-D symp lyzed from
patient medical charts.

Larry Good'?, Audrey Shaw?, David Wei*, René E. Vasquez’, Raymond Panas*, Brooke Jackson, Tim
Bradshaw?, Bruce P. Burnett* for The SBI Retrospeetive Study Group

"Private Practice, 444 Merrick Rd #380, Lynbrook, NY, USA

South Nassau Communities Hospital, 1 Healthy Way, Oceanside, NY, USA
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Abstract

Purpose: To exani a medical food contais -deri
bovine immunoglobulin (SB1) for it effcct on symploms in irvitable howel syndrome with
diarrhea (IBS-D) patients.
Methods: From 165 1BS-D patient medical charts [mean age=59.6 years (range: 19-98), female
(=109, Caueasian (n=144)], recorded daily stools/consistency, abdominal pain, and patient’
. P .

¥ P
SBI for a minimum of § weeks. A generalized estimating equations model was used to analyze
and compare changes for scores of symptoms and Qol..

Results: Where data existed in charts, 46% of patients on SBI had a combined mean score
reduction in daily stools, improvement in stoal consistency (Bristol Stoal Seale from >S to <5)
and decrease in abdominal pain (330%). Significant improvements (p<0.001) in individual
symptom and QoL scares with a high response were alsa reported for daily stools (76%).
consistency (78%), abdominal in (69%), 35 el s ptient (19%) and physican Qol. (73%).
Elev most
prevalent. No serious AEs were reported, b

patients diseontinued SBL.
: In this retrospective chart analysis of LBS-D patients who took a medical food
ing SBI for § weeks, there were statistical improvements in daily stool number, stool
tency, abdominal pain and QoL in IBS-D.

Keywords: Diarrhes,

Open Journal of Gastroenterology, 2014, 4, 321-328 o33 Scientific

Abbreviations AE: Adverse Events; CFR: Code of Fel Published Online October 2014 in SciRes. hitp.//www.scirp org/journal/ojgas *+%%% Research
Gl GEE: Generaliz{ http://dx.doi.or/10.4236/0jgas. 2014.410046

1BS-C: Iitable Bowel 5,

Irvtable Bowel Syndrome with Altcrnating Constipatios

SAL: Serious Adverse Events; SBI: Serum-Derived Boy

Introduction Case Series of 10 Drug-Refractory IBS
(Gl o ioeong e rae s, P@tients Who Respond to Oral

Paticats with IBS can altcratc over time between const z ]
iy Serum-Derived Bovine
el i, e s Immunoglobulin/Protein Isolate (SBI)
gut barricr function, and a,su:s.s have all been m:p]au

Raouf Hilal!, Patricia Mitchell?, Ernesto Guerra Jr.2, Bruce P. Burnetts
agents are available Lo treat this condition, many IBS

refiactory o these therapics adversely affecting their ICenter for Advanced Gastroenterology, Maitland, USA
qualicy of life (QoL) [4]. 1BS-D is defined by Rome cri “San Antonio Gastroenterology Associates, San Antonio, USA
*Department of Medical Affairs, Entera Health, Inc, Cary, USA
is Email: ‘bruce burnett@enterahealth.com
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Abstract

Aim: The responses of 10 patients with I
histories of irritable bowel syndrome with dlzrrhel [IBS D) and wn.h :lhdnmm:l Plll’ly gzs/hluzt-

ingand termed 1BS [ms u), were amedical
food product derived bovi f,. tein isolate (SBI). Methods:
Patients in this case series were chosen haszd o their lack of satisfactory response to a variety of
drugs, including and serotonin 5-HT3 receptor anta-

gonists, sclecllve serotonin rc-up'akn inhibitors (SSRIs), proton pump inhibitors (PPIs), antibio-
tics, and antidepressive drugs. Patients met Rome Il criteria and were administered 5 g/day of
SBI as standard-of-care nutritional support. A scale of 0% - 25%, 25% - 50%, 50% - 75%, 75% -
100% response to SBI was used for patient-reported in overall IBS fol-
lowing administration for one month. Exact methods (or calculating confidence intervals and p-
values were used to assess complete management of symptoms and response to therapy. Adverse

i nutritional product. Results: The onset of gastrointestinal (GI)

2-4 weeks with improved or near complete management in all 10 patients who were refractory to
previous drug therapies by 4 weeks. When prompted, patients reported significant IBS symptom
improvement which averaged between 50% - 100% (p = 0.002) with an average for complete
‘management in all patients of 69%. No side effects were reported after SBI administration even
when taken for up to 28 weeks. Conclusion: Based on the safety profile and reported outcomes in

“Comespondinp author

How to cite this paper: Hilal, R, Mitchell, P., Guerra Jr., E. and Burnett, 8.9, (2014) Case Series of 10 Drug-Refractory IBS
Patients Who Respond to Oral Serum-Derived Bovine Immunoglobulin/Protein Isolate (S81). Open Journal of Gastroenter-
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New therapeutic option for irritable bowel syndrome:
Serum-derived bovine immunoglobulin
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Serum-Derived Bovine Immunoglobulin/
Protein Isolate Therapy for Patients with
Refractory Irritable Bowel Syndrome
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Abstract

ind: A small double-blind study showed benefits of serum-derived bovine immunoglobu-
lin/protein isolate (SBI), for diarrhea-predominant irritable bowel syndrome (IBS-D) I1I. The
purpose of this chart review was to assess safety and clini s of SBI in
ble bowel syndrome (BS) patients. Methods: A retrospective review of 35 IES patients ith.
arrhea or mixed di i SBI 5 grams twice
daily was performed. Clinical respanse (‘good m;pm or “no response’) and adverse events

by follow-up after therapy. included for evaluation

if a lactulose breath test (LBT) had been pednrmed prior to SBL All patients were refractory to
common 1S therapies. The response rate to the inclusion of SBI was calculated in three
groups: dividing patients based on their LBT results (positive or negative), dividing patients by
their 1BS diagnosis (1BS-D or 1BS-M) and grouping all patients together. Results: Analysis was car-
ried nu:nn 26 1BS-D/-M patients with LBT results. Two patients were lost m(nl]nw-up and were

from data analysis. The positive LBT group (N = 11) had a 723% (p = ) positive re-
spmm o SBI. The negative LBT group (N = 13) had a significant response mg of 77% (p =
0.040). If patients were divided by IBS diagnosis or grouped together, the response rate to SBI was
similarly ranging from 69% - 88%. Adverse events leading to cessation of SBI occurred in 3 of 24
patients. Conclusion: SBI appeared to be a safe and effective nutritional moiety in refractory IBS-D
and IBS- M patients. Larger, double-blind studies are needed.

Kuywurds

il Intestinal
Bovine Immunoglobulin/Protein Isolate (SBI)
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Post-Infectious Irritable Bowel Syndrome with Functional
Diarrhea Following C. difficile Infections: Case Studies of
Responses Using Serum-Derived Bovine Immuneoglobulin

Carl Cravford, Raymond Panas

(CASE REFORT

Carl Crawford, New York Presbylerian HospitaleWeill Cornell
Medical Cenier, Division of Gasiroenierology, New York, NY, the
Unied Stes
Raymand Panas, Erics Health, Inc., Medical Afai, Cary, NC,
the Uited Stnies

to: Carl Crawferd, MD, New Verk Presbytesian
HospitalWesl] Comnell Medical Center, 1305 Vork Avenue, 41h
Floor, New York, NY 10021, the United Sizies
Email: cvc 02 @med cormelledu
Telephone: +1-646 Fax: +1-646.9624110
Revised: Februry 17,2015

2 Shyear old Cascasian female, expericnced ongosng diarthes wih
ltrnaing bouts of consipution aflr clesrance of he recurent CDL
Upon use of SBI 55 BID, she noticed betier management within
a few days. Therapy was recuosd o SBI 5g OD o avoid possible
‘constipation and she reports regulion afher howel habts

iz These cases highlight specific sympioms that result
ificiesasociaie PLAS, the marsgement that SBI can
provide when considered an option fos therapy, and the impact
deseas mmiftlions can leve on ity of life. These cases fther
suggest the need for sdditional study of this mitritionsl agent in
pesaaC il infctious 1S patents.

© 2015 ACT. Al rights reserved.
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For patients with refractory diarrhea-predominant irritable bowel syndrome, nutritional management with serum-derived
bovine immunoglobulin/protein isclate, a presc ription medic al food, effectively improved their symptoms, according to
data presented at the AGA's 2015 James W. Freston Conference in Chicago.

How 1o cite this paper: Weinstock, LB. and Jasion, V.S. (201) Sarum-Darived Bovine Immunoglobulin/Protsin lsslate
Therapy v
httn/ex. doi 0re/10.1736 ojgas 201

0047

See Also

patients with NAFLD

Featured

MORE FEATURED:

Advances in IBD

‘— The Liver Meeting

Ulcerative Colitis Resource Center

2015; Chicago.

& recent developments in IBS
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Follow-up in previcus studies of serum-derived bovine immunoglobulin (SB1)
for IBS-D was limited to 4 to 6 weeks, so researchers performed a single-
center, retrospective chart review of 28 refractory IBS-D patients (15 female;

Researchers identify potential non- mean age, 64 years) who received 5 g SBI per day for 16 weeks. Patients
invasive biomarkers for .

rated symptom management by a 4-point Likert scale at least once per month

Herbal tablet reduces hepatic fat in throughout the treatment peried.

Mean Likert score at the end of the treatment peried was 2.4 (moderate to
signific ant symptom management), and 23 patients reported at least a
mederate management ¢compared with five whe reperted minimal or no
management. “This is statistically signific ant (Chi-squared = 11.571; P =
.D007) compared to a null hypothesis in which SBI administration would have
no effect or minimal effect on patient response.” the researchers wrote.

By weeks 2 to 4, patients reported improved steol freguency, stool
consistency, cessation of fec al inc ontinenc e, management of abdominal
dis¢ omfort and bleating, and these changes were maintained through the
treatment period

“SB| afforded an effective option in managing diffic ult-to-treat 1IBS-D, allowing
signific ant management as reported by patients,” the researchers wrote.

“These outcomes support use of SBI as a novel, effective nutritional
management option for IBS-0.7 - by Adam Leitsnberger

Reference:

Shafran |, et al. Presented at: James W. Freston Conference; August 25-30,
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Published Clinical Cases — Inflammatory Bowel Disease (IBD)
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Management of inflammatory bowel &
disease with oral serum-derived bovine
immunoglobulin

Ira Shafran, Patricia Burgunder, David Wei, Hayley E. Young, Ge
and Bruce P, Burnett

1d Ktein

Abstract

Introduction: The clinical effect of oral b
(SBI) on symptom and disease management in patients with inflammatory bowal disease (1BD)
is reported in this retrospective case series.

Methods: A singlo-center, retrospective chart review of IBD patients [N = 45; Crohn’s disease
(CD), n = 38 and ulcerative colitis (UC), n = 7] with limited to no response to traditional
pharmaceutical therapies in controlling symptoms was performed after providing SBI (5 g/day]
for nutritional support. Patients were contacted at least monthly to assess response to SBI

for symptom management measured by a Likert scale (0 = none; 1 = minimal; 2 = moderate;
3 = significant; 4 = complete). Analysis of variance (ANOVA) was performed on response to
therapy based on patient characteristics (age, gender, race) and IBD diagnosis. A multivariate
ordered logistical regression model was performed to determine the odds ratio in overall
disease management between week 1 and week 12, Finally, the overall group response and
percent improvement to SBI was determined over 12 weeks.

Results: The odds ratio from the regression model demonstrated that IBD patients were

2.8 times more likely to report clinical improvement in symptom scores with the addition

of SBI to their therapeutic regimens [95% confidence interval (C1) 1.266-6.016, p = 0.011].
Disease was not age, gender, race or disease state.
The percentage of patients reporting a response to SBI therapy at week 1 was 49% which
increased to 76% after 12 weeks with the fraction of responders gaining significant symptom
improvement doubling during the same time period (9% versus 20%). Overall, this group of IBD
patients showed increased, steady response to SBI therapy between week 1 and 12 with no
reported side effects.

Conclusion: These results suggest that SBI improves clinical management of IBD patients who
are not fully managed on traditional therapies. SBI should be considered for the nutritional
support of IBD regardiess of disease activity, location, phenotype, duration, or complexity.

Ki ds: Crohn's disease, disease, oral . derived
bovine immunoglobulin/protein isolate, ulcerative colitis

Introduction transmural inflammatory disease  which can
Chronic inflammation of all or part of the intesti-  involve the entire gastrointestinal (GI) tract
sl rec i the defiokog charscaeriatc e lnflec- s of CD are abdominal pain with cramp-

bowel discase (IBD). Crohn's in diarrhea, lack of appetite/weight loss,
(CD) and ulcerative colitis (UC) are_the two _fatigue, and fever [Baumgart and_Sandborn.

Symy

major discase states of IBD, althoughf
colitis is also sometimes included
Fiocchi, 2011; Baumgart and Sand|
Crohn's disease is  relapsing, chros

Clinical Case Reports and Reviews
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Successful management of refractory ulcerative colitis with
orally administered serum-derived bovine immunoglobulin
therapy

Betan D. Beaerle', Bruce P. Bumett™ and Gerald W. Dryden'
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Case Series Investigating the Clinical Practice Experience of Serum-Derived
Bovine Immunoglobulin/Protein Isolate (SBI) in the Clinical Management of
Patients with Inflammatory Bowel Disease
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Pilot Pharmacoeconomic Analysis of Serum-
derived Bovine Immunoglobulin Use in IBD
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Isolate (SBI), to Achieve Improvement in Two Different Cases of Colitis
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Mode of Action

https://www.youtube.com/watch?v=Zf4C-PIk908
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https://www.youtube.com/watch?v=Zf4C-Plk908

Effect of SDP/SBI supplementation in Aging Model

INTESTINAL EFFECTS

Experimental design
Dietary supplementation with SDP will reduce the

magnitude of intestinal dysfunction associated with aging

2 Month-old 6 Month-old
| 1
' ’} On diet (4 months)
g\ ! i SYSTEMIC EFFECTS
O" SAMPS f f Effects of SDP supplementation on inflammatory markers
M 6M-CTL & plasma amino acid profile
6M-SDP

CENTRAL NERVOUS SYSTEM EFFECTS

SDP supplementation may reduce the inflammatory state of
the CNS during aging and prevents the cognitive dysfunctions
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Intestinal Effect on Senescent Mice

Mean = SEM (N = 5-8 mice/group)

Intestinal Pro-inflammatory cytokines a#b, P<0.05
effects
TNF-a expression 3 IFN-y expression 3 IL-6 ebxpression
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Conclusions

—> Reduces the Inflamatory Effects in the Instestine
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Systemic Effects on Senescent Mice

Mean = SEM (N = 5-6 mice/group)
Systemic a#b, P<0.05
effects Pro-inflammatory cytokines \ K Anti-inflammatory cytokines \
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Conclusions

—> Reduces Systemic Inflammation
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Effects on the Central Nervous System

Influence on:
Weight Gain Neurotransmitters
Bowel Movements GUT BRAIN AXIS Stress/Anxiety
Nutrient Delivery \
Microbial Balance

Influence on:

Mood
Behaviour

MICROBIOTA

W%

SDP /SBI
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Effects on the Central Nervous System

GALT cells
Cytokines

Bacterial
products

Neurons

Collins MS et al (2012) Nature Rev Microbiol 10, 735-742
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Biological Functionality of Serum fractions, a Summary

Intestinal effects Systemic effects CNS effects

Cognitive improvement

. . Blood Brain Barrier
Immunosenesence ‘ Pro-inflammatory cytokines

Unspecific response .. .
Anti-inflammatory cytokines Pro-inflammatory cytokines

Adhesion molecules l

Reactive Oxidative Species

~ GUTBRAINAXIS
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 APC and Entera Health s Serumpro;elns are W|dely used in
humans and other many species;i \’hdudmg companion animals

* |t is recognized that these functional proteins are a mixture of
proteins that mitigate the negative effects of inflammation

e Used appropriately, functlonal prox'ems can be a tool to improve
humans and animal well being
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