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This presentation does not constitute an offer or invitation to sell or issue, or any solicitation of an offer to subscribe for 
or acquire any of the Company’s securities or to participate in any investment in the Company.  
 

No representation or warranty is made to the accuracy or completeness of this presentation. You must make your own 
investigation and assessment of the matters contained herein. In particular, no representation or warranty is given, and 
the Company has no responsibility, as to the achievement or reasonableness of any forecasts, estimates, or statements as 
to prospects contained or referred to in this presentation. 
 

Statements in this presentation that are not historical facts (including statements containing "believes," "anticipates," 
"plans," "expects," "may," "will," "would," "intends," "estimates" and similar expressions) are forward-looking statements 
within the meaning of the U.S. Private Securities Litigation Reform Act of 1995. These statements are not guarantees of 
future performance, are based on current expectations of future events and are subject to risks and uncertainties that 
could cause actual results to differ materially from those expressed or implied by such statements, including risks that we 
will not have sufficient working capital, that there will be delays in the initiation and progress of our studies, trials or 
other therapeutic candidate development efforts or delays in obtaining, or we will be unable to obtain, FDA or other 
regulatory approvals for our products, unable to establish collaborations, that our therapeutic candidates will not be 
commercially viable, that the products that we promote in the U.S. may not generate sufficient revenues and risks 
relating to our Expanded Access Policy (EAP), among other risks. Additional information about the risk factors that may 
affect the realization of forward-looking statements is set forth in the Company’s filings with Securities and Exchange 
Commission, including the Company’s Annual Report on Form 20-F filed on February 22, 2018. If one or more of these 
factors materialize, or if any underlying assumptions prove incorrect, our actual results, performance or achievements 
may vary materially from any future results, performance or achievements expressed or implied by these forward-looking 
statements. You should not place undue reliance on forward-looking statements as a prediction of actual results. 
 

All forward-looking statements included in this presentation are made only as of the date of this presentation. We 
assume no obligation to update any written or oral forward-looking statement made by us or on our behalf as a result of 
new information, future events or other factors. 
 



INTRODUCTION 
 

Gilead Raday 
COO, RedHill Biopharma 
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Agenda 

• Introduction 
Gilead Raday, COO, RedHill 

• RHB-104 and the Phase III MAP US study for Crohn’s disease             
Ira Kalfus, MD, Medical Director, RedHill 

• Crohn’s disease - the unmet medical need & and the MAP infectious 
etiology paradigm  
Prof. David Graham, MD, M.A.C.G., Lead Investigator of the RHB-104 
MAP US Phase III study 

• Competitive landscape and the potential positioning of RHB-104 
M. Scott Harris, MD, MS, FACP, AGAF, RedHill Advisory Board 

• Crohn’s disease - market analysis & forecast  
Jerry Rosenblatt, PhD, RedHill Advisory Board 

• Q&A 
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Highlights 

• Emerging U.S. GI specialty company  
(NASDAQ/TASE: RDHL) 

• Focused primarily on development and 
commercialization in the U.S. of late  
clinical-stage drugs for GI diseases 

Robust Development Pipeline with Multiple Near-Term Milestones  

Three Phase III-stage  
GI drugs  

in development 

Multiple Phase II 
programs  targeting high 

unmet medical needs  
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Three GI products 
promoted by sales force of 

40 in the U.S.  



* Estimated timeline/indication in the pipeline is subject to changes in development plans and regulatory requirements/clarifications, including complementary /additional studies ** BEKINDA®, YELIVA® and 
TALICIA® are proposed tradenames which are subject to FDA review and approval *** For full prescribing information see: www.Donnatal.com; ****EnteraGam® (a serum-derived bovine immunoglobulin/protein 
isolate, SBI) is a medical food which must be administered under medical supervision ***** For full prescribing information see: https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-

e09c1271899a&type=display 6 

Product** Indication Pre-Clinical Phase I/II  Phase III Marketed 

Donnatal® IBS and acute 
enterocolitis*** 

EnteraGam® Chronic diarrhea 
and loose stools**** 

Esomeprazole 
Strontium DR Capsules 

GERD and other GI 
conditions***** 

TALICIA®  
(RHB-105) 

H. pylori infection 

RHB-104 Crohn’s disease 

RHB-204 NTM infections 

BEKINDA® 
(RHB-102) 

Gastroenteritis  

IBS-D 

RHB-106 Bowel cleanser 

YELIVA® 
(ABC294640) 

Multiple 
indications 

RHB-107 
(MESUPRON) 

Oncology/GI 

Worldwide rights licensed to Salix Pharmaceuticals 

Successful first U.S. Phase III completed; Confirmatory U.S. Phase III ongoing 

Phase III MAP US study and Phase III MAP US2 extension study ongoing  

Positive results from Phase III U.S. study 

Cholangiocarcinoma and other indications 

Positive results  from Phase II U.S. study  

U.S. CO-PROMOTION 

U.S. EXCLUSIVE LICENSE 

Pivotal Phase III study planned 

U.S. COMMERCIALIZATION LICENSE 

Emerging U.S. Specialty GI Pharma - Robust Pipeline 
and Commercial Operation: Select Key Programs 

Completed multiple clinical studies 

http://www.donnatal.com/
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=53240ab5-98e7-4050-b640-e09c1271899a&type=display


RHB-104 Phase III MAP US Study for Crohn’s Disease  

 
Ira Kalfus, MD 

Medical Director, RedHill Biopharma 
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Where There is Inflammation, Look for Infection 

• Crohn’s disease is increasingly associated with a 
pathological response to alterations in gut flora 

• RHB-104 is a combination antibiotic designed to treat 
Mycobacterium avium paratuberculosis (MAP) -  
a putative cause of Crohn’s disease 

• Patent-protected combination of 3 antibiotics 
(clarithromycin, clofazimine and rifabutin) in a single oral 
capsule with potent intracellular, antimycobacterial and 
anti-inflammatory properties 
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RHB-104 Development Plan to Date 

• First Phase III study with RHB-104 for Crohn’s disease  
(MAP US study)  top-line results expected in approximately 
three months  

• Open-label Phase III extension study (MAP US2) ongoing 

• Earlier formulations used in two Phase II (2002 and 2005),  
a Phase III (published 2007) and a retrospective pediatric  
study (2013) in Australia 
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RHB-104 MAP US -  
First Phase III Study for Crohn’s Disease  

• Multi-center, randomized, double-blind, placebo-
controlled, parallel group Phase III study 

• 331 subjects completed week 26 assessments 

– >80% power with treatment effect of 15% 

• 138 sites: U.S., Canada, Europe, Australia, New Zealand, 
Israel 

• Lead investigator - Professor David Y. Graham MD (Baylor 
College of Medicine) 

• Two pre-planned independent DSMB meetings provided 
unanimous recommendations to continue the study  

• Blinded blended (all patients) remission rate superior to  
pre-specified assumptions 
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• 18 to 75 years of age 

• CD diagnosed at least 6 months prior to randomization 

• CD involving the ileum and/or colon 

• aƻŘŜǊŀǘŜƭȅ ǘƻ ǎŜǾŜǊŜƭȅ ŀŎǘƛǾŜ /5 ǿƛǘƘ /5!L ǎŎƻǊŜ ƻŦ  җ220 ŀƴŘ Җ450  

• Stable current treatment with:  

• Oral 5-acetyl salicylic acid (5-ASA) compounds 

• Corticosteroid therapy  

• Azathioprine or 6-mercaptopurine (6-MP) or methotrexate 

• Infliximab or adalimumab 

• Active Crohn’s disease 

- C-reactive protein, fecal calprotectin, radiographic (MRE or CTE) or 
endoscopic confirmation 

 

 

MAP US - Main Inclusion Criteria 
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331 Subjects at Week 26 -  
Top-Line Results Expected in Approx. 3 Months 

• Last Patient (No. 331) completed week 26 CDAI visit May 2018 

• Primary endpoint:  Remission at week 26 (CDAI <150) 

• Key secondary endpoints: 

- Response at week 26 (decrease in CDAI of at least 100 points) 

- Remission at week 52 

- Durable remission from week 26-52 

- Remission at week 16 

- Durable remission from week 16-52 

- Safety 
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 MAP US - Additional Study Endpoints 

• Secondary and exploratory endpoints include: 

- Onset and durability of remission/response 

- CRP and fecal calprotectin 

• Health related quality of life using IBDQ and SF 36 

• Steroid free remission 

• Population PK 

• Mucosal healing as measured via CDEIS/SESCD  

• MAP Status via culture and PCR 

- Relationship to efficacy 

- Validation of MAP assay 
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MAP US - Going Forward 

• Week 26 evaluation complete  

• Primary and key secondary analyses in approximately 3 months 

• Complete MAP cultures  

• KOL discussions  

• Meet with FDA to discuss data and path forward  

• Accelerate pharma partnership discussions 
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Ongoing MAP US2 Study -  
Open Label Phase III Extension Study 

• All subjects with CDAI>150 at 26 weeks eligible for up to 
one year of treatment with RHB-104 

- Provides investigator and patient requested treatment 
option 

• Completion will not impact MAP US timelines 

• Expands safety and efficacy data set of RHB-104 
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Crohn’s Disease - The Unmet Medical Need & the MAP 
Infectious Etiology Paradigm  

 
Prof. David Graham, MD, M.A.C.G. 

Lead Investigator of the MAP US study 
 

Renowned Researcher and Physician at the Baylor College of Medicine  
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Crohn’s Disease 

• Crohn’s disease is a devastating illness in search of a cause 
and a cure  

• Gastrointestinal disorder characterized by severe 
abdominal pain, diarrhea, bleeding, bowel obstruction, 
and a variety of systemic symptoms 

• More than 1.6 million people globally suffer from Crohn’s 
disease 

• Annual aggregate economic burden of Crohn’s disease in 
the U.S. : >$6 Billion* 
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* Buonthavong M et al. Res Social Adm Pharm. 2017 May - Jun;13(3):530-538 



Pathophysiology 

• Cause unknown 

• Combination of:  

- Inherited genetic traits 

- An environmental stimulus 

- An overzealous immune and inflammatory response  
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Current Therapy - Biologics 

• Focus is on modulation of inflammation 

- Not curative 

- Simply turns the volume down 
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MAP and Johne’s Disease 

• Mycobacterium avium paratuberculosis (MAP) is 
the infectious agent of Johne’s disease 

• Johne’s disease (paratuberculosis) is an intestinal 
disease of ruminants, particularly cattle, that 
causes severe, chronic diarrhea, weight loss, 
decreased milk production, and eventually death 

• Given the mycobacterial disease-like features of 
Crohn’s disease, and the similarities of Johne’s and 
Crohn’s, could MAP be involved in CD? 
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Johne’s disease 

Crohn’s disease 



MAP and Crohn’s Disease 

• Using a single blood sample, MAP is detected by PCR in ~50% of 
CD patients peripheral blood* 

- Also found in patients with ulcerative colitis and normal 
individuals but less often 

• MAP bacteremia: is MAP viable? 

- A recent publication reported culture of MAP from 100% of 
30 CD blood cultures** 

• All were cell wall defective:  

- Positive IS900 PCR & acridine orange, but negative Ziehl-Neelsen 

- Culture required 18 months to achieve 100% 
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* Naser et al. Lancet. 2004 Sep 18-24;364(9439):1039-44 ** Mendoza et al. World J Gastroenterol. 2010 Sep 28;16(36):4558-63 



MAP US Phase III Study  

• Associations don’t convince doctors - the Helicobacter 
Pylori story 

• The ability to heal the lesions and have a major impact on 
the disease by anti-MAP therapy would make the 
hypothesis likely true 

• The ability to cure the disease with cure of MAP would 
prove the hypothesis 
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Competitive Landscape and Potential Positioning of 
RHB-104 in Crohn’s Disease 

 
M. Scott Harris, MD, MS, FACP, AGAF 

RedHill Biopharma Advisory Board 
 
 

Adjunct Professor of Medicine, Georgetown University School of Medicine, 
Principal, Middleburg Consultants 
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Crohn’s Disease - Competitive Landscape 

S1P modulators 

ozanimod 

a4b7 integrin 

vedolizumab 
etrolizumab 
abrilumab 

Anti-MAdCAM 

SHP647 

Chemokines 

E6011 

 

Immunosuppressives 

6-mercaptopurine 
azathioprine 
methotrexate 

JAK inhibitors 

tofacitinib 
upadacitinib 
filgotinib 
TD-1473, TD-3504 
PF-06651600 
PF-06700841 

CD40, CD258 

FFP104 
MDGN-002 

IL-2, IL-22 

ILT-101 
UTTR1147A 

Nicotine a-7, CB2 

APD371 
JNJ-64304500 

Anti-TNF 

infliximab 
adalimumab 
biosimilars 
V565 

Anti-IL23 

ustekinumab 
PTG-200  
mirikizumab 
risankinumab 
gesulkumab 
brazikumab 

Microbiome &  
Immune Regulation 

Immune 
Activation and 

Innate Immunity 

T Cell 
Proliferation 

Cytokine 
Inhibition 

T Cell Activation 

Anti-infectives 

RHB-104 

CSF-1R 

PRV-63527 

Cell-based 

PDA-001 

SSI 

QBECO 

Lymphocyte 
Circulation and  

Adhesion 
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• Pipeline drugs shown in red 



Drug/Study Route Endpoint 
Mean 

Remission Rate† 

Remicade®(infliximab) IV Week 4 48% 

Humira® (adalimumab) SC Week 4 36% 

Entyvio® (vedolizumab) IV Week 6 15% 

Stelara® (ustekinumab) IV/SC Week 8 31% 

IBD Agents Achieve Low Remission Rates 

25 
* Sources: Remicade® Targan NEJM 1997, Humira® CLASSIC 1 trial, Entyvio® GEMINI 2, Stelara® UNITI 1 and 2 trials; Hirten Clin Gastro Hep 2018.   

Opportunities to develop oral agents with enhanced potency and safety, 
used alone or in combination with existing agents 

† Mean remission rates achieved in Phase 3 trials, not adjusted for background placebo response.  
 
At one year of therapy, the most effective biologic agents only achieve 40% clinical remission rates in 
the subset of patients who experience an initial response to treatment. That equates to an absolute 
rate of remission of approximately 25% at one year of all patients treated. 
 



Crohn’s Disease - The Current Treatment Paradigm 
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Crohn’s 
Disease 

 

Corticosteroids 

prednisone 

?? 

Immuno- 
suppressives 

6-MP 
azathioprine 

Parenteral Biologics 

infliximab 
adalimumab 
vedolizumab 
ustekinumab  
biosimilars 

Mild-Moderate Moderate-Severe 

Clinical response 
Symptom control 

Clinical remission 
Mucosal healing 
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Mild-Moderate Moderate-Severe 

Corticosteroids 

prednisone 

new oral agents 
first-line 
adjuvant Rx 

Immuno- 
suppressives 

6-MP 
azathioprine 

Parenteral Biologics 

infliximab 
adalimumab 
vedolizumab 
ustekinumab (other IL-23) 
biosimilars 

Clinical remission 
Mucosal healing 

JAK inhibitors 

Clinical response 
Symptom control 

RHB-104 

Game-changing oral agents used as first-line or adjuvant therapy  

Crohn’s Disease - Positioning of RHB-104  
in the Future Treatment Paradigm 

Crohn’s 
Disease 

 

• Pipeline drugs shown in red 
• Obsolete drugs shown in gray 



Crohn’s Disease - Market Analysis & Forecast  
 

Jerry Rosenblatt, PhD 
RedHill Biopharma Advisory Board 

 
Managing Partner, Foster Rosenblatt 
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~1.6M People with Crohn’s Disease Globally, 
~1.0M Treated with Drug Therapy 

* Sources: Datamonitor, Globaldata, EvaluatePharma 
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• 1.6M diagnosed CD patients 
globally in 2018; ~1.9M by 
2030, a CAGR of 1.5% 

• Drug treated pop. represents 
approx. 65% of the prevalent 
patients; 70% in the moderate 
to severe population  

• ~1M drug treated CD patients 
in 2018; 1.2M by 2030 

• RHB-104 expected to be utilized 
in the moderate & severe 
patient populations; could 
capture a significant share of 
this large, relatively unsatisfied 
patient population 

• Figures quoted are for U.S., 
EU5, and Japan; BRIC countries 
additional opportunities 
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2018 Global Crohn’s Disease Market Estimated ~ $11B, 
Market Continues to Grow 
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• The 2018 Global CD market 
estimated at $11B; $14B by 2030, 
CAGR of 3.8% 

• RHB-104 is in the moderate-to-
severe segment ~$8B; ~$11B by 
2030, CAGR of 3.9% 

• CD market drivers include launch 
of new IL inhibitors and  
anti-integrin therapies 

• Barriers to the CD sales growth 
include patent expiry of key 
biologics and pricing pressures  

• Future landscape is competitive; 
with ~6 highly anticipated Ph2-3 
clinical programs, including 3 
first-in class therapies 

* Sources: Datamonitor, Globaldata, EvaluatePharma 
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Q&A 
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THANK YOU! 

RedHill Biopharma Ltd. 
21 Ha’arba’a St. Tel-Aviv,  
6473921 ,Israel  
Email: info@redhillbio.com 
Web: www.redhillbio.com 
Tel: +972-3-541-3131 
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