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Disclaimer & Notice
This presentation contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of 1995 that involve substantial
risks and uncertainties, including statements regarding the development status of the Company’s product candidates, the timing of availability of clinical
trial data and the Company’s ability to fund its operations with cash on hand . All statements, other than statements of historical facts, contained in this
presentation, including statements regarding the Company’s strategy, future operations, future financial position, prospects, plans and objectives of
management, are forward-looking statements. The words “anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,”
“potential,” “predict,” “project,” “should,” “target,” “will,” “would” and similar expressions are intended to identify forward-looking statements, although not
all forward-looking statements contain these identifying words. Any forward-looking statements are based on management’s current expectations of
future events and are subject to a number of risks and uncertainties that could cause actual results to differ materially and adversely from those set forth
in, or implied by, such forward-looking statements. These risks and uncertainties include, but are not limited to, risks associated with Fulcrum’s ability to
obtain and maintain necessary approvals from the FDA and other regulatory authorities; continue to advance its product candidates in clinical trials;
replicate in later clinical trials positive results found in preclinical studies and early-stage clinical trials of losmapimod and its other product candidates;
advance the development of its product candidates under the timelines it anticipates in current and future clinical trials; obtain, maintain or protect
intellectual property rights related to its product candidates; manage expenses; and raise the substantial additional capital needed to achieve its business
objectives. For a discussion of other risks and uncertainties, and other important factors, any of which could cause the Company’s actual results to differ
from those contained in the forward-looking statements, see the “Risk Factors” section, as well as discussions of potential risks, uncertainties and other
important factors, in the Company’s most recent filings with the Securities and Exchange Commission. In addition, the forward-looking statements
included in this presentation represent the Company’s views as of the date hereof and should not be relied upon as representing the Company’s views as
of any date subsequent to the date hereof. The Company anticipates that subsequent events and developments will cause the Company’s views to
change. However, while the Company may elect to update these forward-looking statements at some point in the future, the Company specifically
disclaims any obligation to do so.
This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and other data about
our industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such data and estimates. In
addition, projections, assumptions and estimates of our future performance and the future performance of the markets in which we operate are
necessarily subject to a high degree of uncertainty and risk. Neither Fulcrum nor its affiliates, advisors or representatives makes any representation as to
the accuracy or completeness of that data or undertakes to update such data after the date of this presentation.

FULCRUM THERAPEUTICS | CONFIDENTIAL

2

Fulcrum Pipeline

Multiple clinical programs advancing in 2H 2020
DISCOVERY

PRECLINICAL

PHASE 1

PHASE 2

PHASE 3

STATUS

PROGRAM (PRODUCT CANDIDATE)
COVID-19 (losmapimod)

Submit IND in June &
Initiate Ph3 in Q3

FSHD (losmapimod)

Completed Ph 2 enrollment

Sickle Cell Disease (FTX-6058)

Submit IND in Q3 2020

-Thalassemia (FTX-6058)

Submit IND in Q3 2020

DISCOVERY SCREENING
Duchenne Muscular Dystrophy

Target ID / Validation

Friedreich Ataxia

Target ID / Validation

Myotonic Dystrophy 1

Target ID / Validation

α-Synucleinopathies

Target ID / Validation

Undisclosed Neurological Disease

Target ID / Validation

Undisclosed Pulmonary Disease

Target ID / Validation

Additional screens & FulcrumSeek planned for 2020
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Increasingly robust development portfolio with
multiple near-term catalysts
Losmapimod

Losmapimod

COVID-19

FSHD

▪ Rapid progress and strong
KOL support

▪ ReDUX4 Phase 2b Interim
Analysis 3Q 2020

▪ IND Filed June 2020

▪ ReDUX4 Phase Topline
Data 1Q2021

▪ Initiate Phase 3 trial in Q3
2020

▪ Ongoing Phase 2 Open
Label Study

FTX-6058
Sickle Cell Disease
& β-Thalassemia

▪ IND Filing Q3 2020
▪ Phase 1 Initiation in SCD
Q4 2020
▪ Ongoing preclinical
investigation for βThalassemia

▪ Ongoing Open Label
Extension
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Losmapimod opportunity in COVID-19
Potential to transform COVID-19 into a milder and treatable disease

▪ p38 MAPK pathway is activated and plays a key role in the pathophysiology of
severe viral infections, including COVID-19
▪ Losmapimod is an extensively studied (>3,600 subjects), potent, specific and
orally bioavailable p38α/β inhibitor
▪ Losmapimod could impact multiple components of the disease and alleviate
COVID-19 morbidity and mortality
▪ Losmapimod clinical data across multiple diseases demonstrate potential
activity against the pathogenic processes in COVID-19
▪ Supportive FDA engagement, recommendation to proceed directly to pivotal
Phase 3 trial
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Potential Impacts in COVID-19

Evidence supports multiple impacts of p38 inhibition on
COVID-19 pathology
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Restoration of the innate – adaptive immune balance

Broad suppression of inflammatory programs

Correction of renin-angiotensin system dysfunction
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p38 is activated upon infection with SARS-CoV
Human Subjects

Mouse Model of SARS-CoV

SARS patients had an
increase in leukocyte
cells phospho-p38

SARS-CoV activates the host inflammatory
response and signals via p38 MAPK

p38 pathway, but not
ERK pathway, elevated in
CD14 cells (monocytes)

Additionally, emerging data has shown p38 activation in human SARS-CoV-2 infections
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Lee, et al., Journal of Immunology. 2004; Huang et al. MedRx 2020; Jimenez-Guardeño J et.al, PLOS Pathology. 2014
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p38 inhibition reduces mortality in older mice
infected with SARS-CoV-1
• p38 inhibition at ~25% target engagement prevented mortality from SARS-COV-1 in mice
• In clinical trials at proposed 15 mg BID dose, Losmapimod has demonstrated sustained 40-70%
target engagement in blood and tissue
Target Engagement
in Lungs

Survival
• 6 mg/kg IP SB203580

• N=5 per group with 3
replicates

~ 25% TE

SB203580
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Jimenez-Guardeño J et.al, PLOS Pathology. 2014; Fulcrum Clinical Data

Efficacy of p38 inhibitors in preclinical viral models
Mouse Hepatitis (Coronavirus) Virus
Banerjee S et.al, Journal of Virology. 2002

Inhibition of
IL-6 by p38i

H5N1 Influenza model
Reduced Inflammatory Inhibiting p38 induced early
suppression of cytokine amplification
Cytokines

Increased Survival

Inhibiting p38 resulted in a significant decrease in
IL-6 secretion in MHV-infected cells
Numerous additional references of p38 in viral models available
Chen Y, et al., Journal of Exp Med. 2017
He F, et al., Journal Trans Med. 2019
Shapiro et al., PNAS. 1998
FULCRUM
THERAPEUTICS
Lordanov
et al.,
Mol Cell| CONFIDENTIAL
Bio. 2000
Griego et al., Journal Immunology. 2000

SB203580
20 mg/kg QD, IP

Additional data suggests
targeting individual cytokines
(e.g., IL-6, TNFα, etc.)
insufficient to protect mice
from H5N1 induced lethality
9

Borgeling Y et.al, Journal of Biological Chemistry. 2014; Salomon R et al., PNAS. 2007

Losmapimod acutely reduces inflammatory markers such
as hsCRP and IL-6 in human diseases
Phase 2 trial – Patients with Non-ST-segment Elevation Myocardial Infarction

hsCRP

IL-6
Loading dose followed by 7.5
mg BID losmapimod

Additional clinical evidence of losmapimod reduction of acute inflammatory markers:
•
•
•

Sustained CRP treatment effects seen over 12 weeks in subjects with COPD following treatment with losmapimod
hsCRP reduction in subjects with Acute Coronary Syndrome following treatment with losmapimod
IL-6 reduction of ~60% 3 hours post treatment in subjects with active rheumatoid arthritis
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Newby L, et al., Lancet 2014; GSK Clinical Data;
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Losmapimod restored the adaptive immune response
to viral challenge in older adults
• Exaggerated acute inflammatory response in older subjects involve p38 activation
• Losmapimod pretreatment at 15 mg BID dose significantly enhanced the clinical response to
VZV antigen challenge in the skin of 13/18 older subjects
Adaptive Immune Response
Decreased by Age

Adaptive immune response
restored with losmapimod

Clinical score based on
induration diameter,
erythema index and
palpability of the lesion
on day 3
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Mean Clinical Score
Vukmanovic-Stejic M, et al., Journal of Allergy Clin Immunol 2018
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Renin-Angiotensin system imbalance may be corrected
by p38 inhibition
Angiotensin II is elevated in COVID-19 patients and correlates with viral load and
severity of lung injury
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Liu Y et al, Sci China Life Sci 2020

Grimes et al., JMCC 2020.
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p38 inhibition shown to improve Angiotensin II driven
pathology
p38 inhibition reduced cardiac fibrosis, connective tissue growth factor, tumor
necrosis factor, interleukin-6, and macrophage infiltration in transgenic rats with
human renin and angiotensinogen and elevated ANG II

Cardiac IL-6 mRNA Expression

p38 inhibition
normalizes IL-6
in the heart

Serum Creatinine

Inducibility of Arrythmias

p38 inhibition protected
the kidneys

P38 inhibition
reduces arrythmias
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Park J et.al, Hypertension. 2007

Evidence supports multiple impacts of p38 inhibition on
COVID-19 pathology
Potential Impact in
COVID-19

Restoration of the
adaptive – innate
immune balance

Broad suppression of
inflammatory
programs

Correction of reninangiotensin system
dysfunction
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Supporting Evidence
▪ Exaggerated acute inflammatory responses in older individuals hinder adaptive immunity;
Many of the implicated inflammatory mediators, including macrophage polarization and the
NLRP3 inflammasome, are associated with activation of p38 MAPK signaling
▪ Losmapimod treatment resulted in the timely resolution of acute inflammation and restored
effective T-cell response to a viral antigen challenge in older human subjects
▪ p38 activation is present early in patients with viral infections, including SARS-CoV-2
▪ p38 inhibition has been shown preclinically to interrupt acute, viral driven inflammatory
programs reducing morbidity & mortality of coronavirus and other severe viral infections
▪ Losmapimod significantly and rapidly reduced acute inflammatory biomarkers in clinical trials

▪ SARS-CoV-2 infection leads to an angiotensin imbalance thought to underlie severe
complications including hypertension, cardiac dysfunction, clotting, and end organ damage
▪ p38 MAPK inhibition has been shown to reduce Ang II-induced endothelial and organ
damage in several experimental models
14

Losmapimod safety summary
▪ >3,600 subjects treated in clinical trials
▪
▪
▪
▪
▪

Study duration varied from single dose to 52 weeks
Tested in at least 11 different adult indications
Tested in >30 Countries
Tested at single doses as high as 60 mg and in repeated doses as high as 15 mg BID and 20 mg QD
Exposure is approximately dose proportional

▪ Losmapimod has been generally safe and very well tolerated
▪
▪
▪
▪
▪
▪

Similar frequency and severity of AEs/SAEs as placebo
Similar frequency of discontinuation as placebo
No safety signals from the liver, the bone marrow, the heart, or the CNS
No increase in infections compared to placebo
Changes in vital signs, EKG, blood chemistry similar to placebo
Did not show any of the safety signals observed with earlier generation p38 inhibitors
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Opportunity for continued rapid progress through H1 2021
Cash runway into 1Q2022
2020

Q1

Losmapimod

Q2

2021

Q3

Q4

Q1

Q2

Phase 3

IND Filing

COVID-19

Phase 2b
Interim analysis data in 3Q 2020
Topline data on primary endpoint in 1Q 2021

Losmapimod
FSHD

Phase 2 Open Label Study

Sickle Cell Disease
& β-Thalassemia

IND-Enabling
Studies Complete

Phase I Trials

IND Filing

Additional Screens in New Diseases

Product Engine

Ongoing

FTX-6058

Acceleron Research & Discovery Collaboration
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Regulatory

Developmental

16

COVID-19 Additional Materials
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Extensive support for use of losmapimod in
treatment of acute infections including COVID-19
Key Literature Support

Annotated Review of Literature available in
Appendix
1. Siddiqi HK et al. J Heart Lung Transplant.
2020
2. Ruan Q et al. Intensive Care Med. 2020
Mar 3
3. Zhou F et al. Lancet. 2020
4. Nagata N et al. Am J Pathol. 2008
5. Lee CH et al. J Immunol. 2004.
6. Huang et al. MedRx 2020
7. Jimenez-Guardeño JM et al. PLOS
Pathog. 2014
8. Kono M et al. Antiviral Res. 2008
9. Dong Y et al. Antiviral Res. 2020
10. Kindrachuk D et al. Anti Microb Agents &
Chem. 2015
11. Liu et al. Int Immunopharmacol. 2009
12. Shapiro L et al. PNAS. 1998
13. Iordanov MS et al. Mol Cell Bio. 2000
14. Salomon R et al. PNAS. 2007
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Key Papers bolded

15. Griego SD et al. J Immunol. 2000
16. Banerjee S et al. J Virology. 2002
17. Börgeling Y et al. J Biol Chem. 2014
18. Chen Y et al. J Exp Med. 2017
19. He F et al. J Transl Med. 2019
20. Genovese M et al. J Rheumatol. 2011
21. Christie J et al. Crit Care Med. 2015
22. Newby L et al. Lancet. 2014
23. Blanco-Melo D et al. Cell. 2020
24. Vukmanovic-Stejic M et al. J Allergy
Clin Immunol. 2018
25. De Maeyer RPH et al,, Nature
Immunology 2020
26. Grimes et al. JMCC 2020
27. Liu Y et al, Sci China Life Sci 2020
28. Park J et.al, Hypertension. 2007
29. Cadavid D et al. FSHD IRC Poster. 2019
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Extensive literature supporting rationale for losmapimod
in viral infections, including COVID-19 (1 of 2)
Evidence

References

Acute lung injury, acute respiratory distress syndrome, pulmonary edema,
and cardiomyopathy drive COVID-19 mortality
Older patients are at greatest risk of COVID-19 mortality
Human SARS-CoV-2 pathology is recapitulated in SARS-CoV-1 mice
Exaggerated acute inflammatory response and lymphopenia correlate with
mortality in human with COVID-19 and older mice infected with SARS-CoV-1
SARS-CoV-1 and SARS-CoV-2 activates the p38 MAPK pathway in
peripheral blood early in the infection

•
•

Siddiqi HK et al. J Heart Lung Transplant. 2020
Ruan Q et al. Intensive Care Med. 2020 Mar 3

•
•

Zhou F et al. Lancet. 2020
Nagata N et al. Am J Pathol. 2008

•
•

Lee CH et al. J Immunol. 2004.
Huang et al. MedRx 2020

SARS-CoV envelope protein (E) activates the host’s inflammatory response
via p38 signaling
Several nonclinical studies have shown evidence of p38 inhibition reducing
viral replication including with coronavirus

•

Jimenez-Guardeño JM et al. PLOS Pathog. 2014

•
•
•

Kono M et al. Antiviral Res. 2008
Dong Y et al. Antiviral Res. 2020
Kindrachuk D et al. Anti Microb Agents & Chem. 2015

•

p38 inhibition reduces mortality in older mice infected with SARS-CoV-1

•

Jimenez-Guardeño J et al. PLOS Pathog. 2014

•

p38 inhibition reduces lung mucous production in mice models of toxic airway
injury

•

Liu et al. Int Immunopharmacol. 2009

•
•
•
•
•

•
•
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Extensive literature supporting rationale for losmapimod
in viral infections, including COVID-19 (2 of 2)
Evidence
•

Nonclinical efficacy of p38 inhibition also observed in other models of severe
viral pneumonitis and other severe viral infections

•

Clinical data with Losmapimod (at current doses) and other p38 inhibitors
acutely reduce inflammatory markers associated with COVID-19 severity

•

In vivo data indicates SARS-Cov-2 can induce profoundly lower immune
response to infection vs other virus
Inhibition of p38 with 15 mg losmapimod BID dose in older subjects restored
the adaptive immune response to viral challenge
Exaggerated acute inflammatory response in older subjects is driven to a
large extent by p38 activation
Losmapimod restores inflammation resolution in older subjects
p38 inhibition shown to improve Angiotensin II (increased in COVID-19) driven
pathology, including survival, organ damage, and arrhythmogenic potential

•
•

•
•
•

Losmapimod is a highly selective p38 inhibitor at advanced stage of clinical
development with excellent safety data profile
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