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DISCLAIMER
This document, which is personal to the recipient and has also been prepared by, and is the sole responsibility of, 4D pharma plc (the “Company”), comprises these
presentation slides (the “Slides”) for the sole use at a presentation concerning the Company.
The information in these Slides does not constitute or form part of an admission document, listing particulars or prospectus relating to the Company or any subsidiary of
the Company (together the “Group”), does not constitute an offer or invitation to purchase or subscribe for any securities of the Company, and should not be relied
upon in connection with a decision to purchase or subscribe for any such securities. The Slides and the accompanying verbal presentation do not constitute a
recommendation regarding any decision to sell or purchase securities in the Company.
The Slides and the accompanying verbal presentation are confidential, and the Slides are being supplied to you solely for your information and, unless otherwise
agreed in writing by the Company, may not be reproduced, distributed or otherwise disclosed to any other person, or published (in whole or in part) for any purpose.
No reliance may be placed for any purpose whatsoever on the information contained in the Slides and the accompanying verbal presentation or the completeness or
accuracy of such information. No representation or warranty, express or implied, is given by or on behalf of the Company or its shareholders, directors, officers or
employees, or any other person as to the accuracy or completeness of the information or opinions contained in the Slides and the accompanying verbal presentation,
and no liability is accepted for any such information or opinions (including in the case of negligence, but excluding any liability for fraud).
The Slides contain forward-looking statements, which relate (among other things) to the Group’s proposed strategy, plans and objectives. By its very nature, such
forward-looking information requires the Group to make assumptions that may or may not materialise. Such forward-looking statements may be price-sensitive and
involve known and unknown risks, uncertainties and other important factors beyond the control of the Group that could cause the actual performance or achievements
of the Group to be materially different from such forward-looking statements. Accordingly, you should not rely on any forward-looking statements, and the Group
accepts no obligation to disseminate any updates or revisions to such forward-looking statements.
This presentation has not been verified and is subject to further changes and amendments. The Slides and their contents are directed only at persons who fall within
the exemptions contained in Articles 19 and 49 of the Financial Services and Markets Act 2000 (Financial Promotion) Order 2005 (such as persons who are authorised
or exempt persons within the meaning of the Financial Services and Markets Act 2000, and certain other persons having professional experience relating to
investments, high net worth companies, unincorporated associations or partnerships and the trustees of high value trusts) and persons to whom distribution may
otherwise lawfully be made. Any investment, investment activity or controlled activity to which the Slides relate is available only to such persons and will be engaged in
only with such persons.
Persons of any other description, including those that do not have professional experience in matters relating to investments, should not rely or act upon the Slides.
The Slides should not be distributed, published, reproduced or otherwise made available in whole or in part by recipients to any other person and, in particular, should
not be distributed to persons with an address in the United States of America, Australia, the Republic of South Africa, the Republic of Ireland, Japan or Canada, or in
any other country outside the United Kingdom where such distribution may lead to a breach of any legal or regulatory requirement. No securities commission or similar
authority in Canada has in any way passed on the merits of the Company’s shares, and any representation to the contrary is an offence. No document in relation to
the Company’s shares has been, or will be, lodged with, or registered by, The Australian Securities and Investments Commission, and no registration statement has
been, or will be, filed with the Japanese Ministry of Finance in relation to the Company’s shares. Accordingly, subject to certain exceptions, the Company’s shares may
not, directly or indirectly, be offered or sold within Canada, Australia, Japan, South Africa or the Republic of Ireland or offered or sold to a resident of Canada, Australia,
Japan, South Africa or the Republic of Ireland. The Company’s shares have not been, and will not be, registered under the United States Securities Act of 1933 (as
amended, the “US Securities Act”), or with any securities regulatory authority of any state or other jurisdiction of the United States, and may not be offered or sold
within the United States or to, or for the account or benefit of, any US Person as that term is defined in Regulation S under the US Securities Act. The Company has
not been registered and will not register under the United States Investment Company Act of 1940, as amended.
By attending the presentation and/or accepting this document you agree to be bound by the foregoing limitations and restrictions and, in particular, will be taken to have
represented, warranted and undertaken that you have read and agree to comply with the contents of this notice.
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KEY TAKEAWAYS
What we set out to achieve
•

BHT-II-002 was a Phase II study designed to generate a meaningful signal of clinical activity
in IBS-C and IBS-D and combined populations and to provide the necessary data for a
pivotal development program

What we saw
•

•
•
•
•

Blautix demonstrated an effect size relative to placebo comparable to pivotal studies of
approved products in both IBS-C and IBS-D
Blautix demonstrated activity in a combined cohort of IBS-C and IBS-D patients
Blautix showed a safety profile comparable to placebo
Preliminary evidence of enhanced activity in specific sub-groups
Significant signal in overall improvement of bowel habit across both sub-types

Where we go next
•
•

Data highly encouraging and supportive of progressing the candidate towards pivotal Phase
III trials
Unique potential to address all sub-types of the disease, including IBS-M

“The prospect of a treatment that equally benefits both IBS-C and IBS-D with a strong safety profile is
very compelling.”
Prof. Eamonn Quigley, Head of Gastroenterology and Hepatology, Houston Methodist Hospital, BHT-II002 Chief Investigator
Blautix® - IBS
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BLAUTIX ® – A NOVEL APPROACH TO IBS

Blautix ®
Single strain Live Biotherapeutic product (LBP)
Blautia hydrogenotrophica
~1010 CFU per capsule
Manufactured in-house (see: here for details of manufacturing
process and capabilities.)

Patent coverage out to 2036
Four patent families, including granted patents
in the US, Europe and Japan
Blautix® - IBS
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BHT-II-002: INVESTIGATION OF SIGNALS IN IBS WITH BLAUTIX®
BHT-II-002

NCT03721107

• Phase II randomised placebo-controlled study, designed with FDA feedback
• Objective to generate data to guide subsequent pivotal development phase
• IBS-C or IBS-D as defined by Rome IV criteria
• Each cohort randomised 1:1 to receive either Blautix® or placebo
• Orally administered, 2 capsules twice daily for 8 weeks
Blautix® - IBS
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TRIAL OVERVIEW: EVALUATING THE EFFICACY OF BLAUTIX®
Patient overview

Study endpoints

Primary: Overall response rate
•

•

To be an ‘overall responder’ patients must
have:
• improvement in their weekly,
abdominal pain intensity and stool
frequency (IBS-D) or consistency
(IBS-C);
• for ≥50% of the treatment period

353 patients randomized and with
eligible baseline criteria
•

158 IBS-C

•

195 IBS-D

•

64% of patients US

•

75% of patients female

Additional analyses of the primary
endpoint include:

•

•
•

Primary endpoint calculations based
on Full Analysis Set (FAS) 1

•

All endpoints also assessed in
Efficacy Evaluable Analysis Set
(EEAS) 2

Response rate in combined IBS-C/D group
Analysis of bowel habit and pain
independently

1 Full

Analysis Set (FAS) includes all subjects randomized into the study
Evaluable Set (EES) includes all members of the FAS who completed the 8-week treatment and assessment period without major
protocol violations deemed to impact the assessment of efficacy
2 Efficacy

Blautix® - IBS
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BLAUTIX ® vs PLACEBO: COMBINED GROUP
IBS-C/D combined, Full Analysis
Set (N=353)
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Differential to placebo:

Points of interest:

•

Overall response rate of 6.6%

•

•

Improvement in bowel habit of 13.1%

No existing single agent that addresses
both IBS-C, IBS-D or IBS-M

•

Improvement in abdominal pain of 6.5%

•

EEAS response rate shows 8.4%
differential to placebo, p=0.037

* Significance level 0.1, 1-sided Pearson chi-squared test with Yates' correction; no correction for multiple analyses is applied
Blautix® - IBS
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BLAUTIX ® vs PLACEBO: IBS-C
IBS-C, Full Analysis Set (N=158)
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Differential to placebo:

Points of interest:

•

Overall response rate of 7.9%

•

Total of 76 patients received Blautix®

•

Improvement in bowel habit of 14.1%

•

•

Improvement in abdominal pain of 7.2%

EEAS response rate shows 10.1%
differential to placebo, p=0.097

* Significance level 0.1, 1-sided Pearson chi-squared test with Yates' correction; no correction for multiple analyses is applied
Blautix® - IBS
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BLAUTIX ® vs PLACEBO: IBS-D
IBS-D, Full Analysis Set (N=195)

25%

0.216

IBS-D, Full Analysis Set (N=195)

60%

0.056

42%

40%

15%

40%
38%

30%
10%

0%

36%

20%

5%

34%

10%
Response rate
Blautix

Placebo

0.24

44%

*

50%

20%

IBS-D, Full Analysis Set (N=195)

32%

0%

Bowel habit
Blautix

30%

Placebo

Pain
Blautix

Placebo

Differential to placebo:

Point of interest:

•

Overall response rate of 5.6%

•

94 IBS-D patients received Blautix®

•

Improvement in bowel habit of 12.2%

•

•

Improvement in abdominal pain of 6.0%

EEAS response rate shows 6.9%
differential to placebo, p=0.188

* Significance level 0.1, 1-sided Pearson chi-squared test with Yates' correction; no correction for multiple analyses is applied
Blautix® - IBS
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COMPARABLE EFFICACY TO APPROVED IBS PRODUCTS
• Blautix relative risk
vs placebo in
Phase II is within
confidence limits of
pivotal trials of IBS
products

Overall response rate, relative risk vs placebo
IBS-D

IBS-C

• In both IBS-C and
IBS-D
• Comparator studies
typically 3-5x size
of Phase II BHT-II002

Combined

• Strong result from signal finding Phase II to support Phase III
development
Blautix® - IBS
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BLAUTIX ® vs PLACEBO: NO DISCERNIBLE DIFFERENCE IN SAFETY
• All adverse events (AEs) 1
• Blautix 32.8% vs
placebo 33.0%

Treatment discontinuation due to AEs
(Relative risk vs placebo)

• All severe adverse events
• Blautix N=1, 0.6% vs
placebo N=2, 1.1%
• No treatment-related
severe adverse events
• All serious adverse events
(SAEs) 2
• Blautix N=1 0.6% vs
placebo N=1 0.5%
• No treatment-related
SAEs recorded
1 AE

defined as an adverse event that started or worsened in severity on or after the start date of the study drug and includes all adverse events recorded through the follow-up visit

2A

serious AE is any AE that is life-threatening, results in death, inpatient hospitalization or prolongation of existing hospitalization, persistent or significant disability/incapacity, or a
congenital anomaly/birth defect. US FDA Title 21, Chapter I, Subchapter D, Part 312. Subpart B, 312.32 IND safety reporting. Severity is a grading of any AE (mild, moderate or
severe). A serious AE can be mild, and a non-serious AE can be severe

Blautix® - IBS
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MARKET STATISTICS AND US PATIENT POP BY SUBTYPE
IBS-D

IBS-C
•
•

Estimated ~1.7m US cases treated
2019
Leading blockbuster IBS-C
therapeutic – linaclotide
–

High % of adverse events linked
to MoA (diarrhoea, pain)

•

Estimated ~1.4m US cases treated
2019

•

Leading IBS-D therapeutic - rifaximin
–

Antibiotic - possible for patients
to develop resistance

IBS-C,
38.5%
IBS-D,
32.5%

IBS-M

IBS-M,
29.0%

Current Market IBS-C and IBS-D

•

Significant commercial opportunity

•

Incidence of IBS in US ≈ 10-15%

•

No approved therapeutic regime

•

60% of all IBS patients are female

•

Clinicians dilemma

•

Estimate US market 2024: $2.4bn

Blautix® - IBS
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GLOBALDATA IBS MARKET ANALYSIS TO 2026: KOL COMMENTS
“In terms of IBS-M, we have really nothing much to offer them. That is a
huge unmet need, and there is no medication approved by the FDA or the
EMA for this condition.”

“None of the IBS drugs available on the market work
perfectly for all IBS patients. So, the unmet need is
having better drugs.’’

“It can be challenging to treat IBS-M, because patients
have different symptoms on different days. It is less
clear how to treat IBS-M patients.’’

“Most patients get a single script [prescription], and then never touch the
drug ever again, because they stop using it, and it is just sitting in their
cabinet.”

Blautix® - IBS
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BLAUTIX : PLANNING TO BRING NEW SOLUTION TO IBS MARKET
Issue
30% of patients currently
underserved as fall into
neither IBS-C or IBS-D

Solution
Address Combined IBS-C
and IBS-D subtypes

Blautix®
BHT-II-002 primary endpoint
met in IBS-C/D combined
group
and strong trends in
individual subgroups

Clinician concern over safety
of current treatment options

Address concerns over side
effect

Safety profile comparable to
placebo

Poor patient compliance

Address key concerns over
debilitating symptoms

Placebo-like tolerability
and strong trends in
improvement of bowel
habits

• The first therapy to show signals of efficacy in both IBS-C and IBS-D
• Blautix has the potential to be first ever therapy for IBS–M patients
• Analysis of Phase II BHT-II-002 to inform larger Phase III pivotal trial
Blautix® - IBS
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