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Legal Disclaimers
Statements in this presentation that are not statements of historical fact are forward-looking statements. Such forward-looking statements include,
without limitation, statements regarding our research and clinical development plans, including our plans regarding the potential expansion of our
FXR program into IBD and our plans regarding HSD17b13 inhibitors, the potential for our FXR product candidates to be used in combination
therapies; the potential for our FXR product candidates to be therapies for patients with both NASH and type 2 diabetes, strategy, regulatory matters,
market size and opportunity, our ability to complete certain milestones and our belief that we are well capitalized to complete NASH Phase 2a trials
and initiate two new trials. Words such as “believe,” “anticipate,” “could,” “estimate,” “aim,” “target,” “plan,” “expect,” “intend,” “will,” “may,” “goal,”
“potential” and similar expressions are intended to identify forward-looking statements, though not all forward-looking statements necessarily contain
these identifying words. These forward-looking statements are based on the beliefs of the Company’s management as well as assumptions that may
never materialize or prove to be incorrect. Such statements reflect the current views of the Company with respect to future events and are subject to
known and unknown risks, including business, regulatory, economic and competitive risks, uncertainties, contingencies and assumptions about the
Company, including, without limitation, risks inherent in developing products, future results from the Company’s ongoing and planned clinical trials,
the Company’s ability to obtain adequate financing to fund its planned clinical trials and other expenses, trends in the industry, changes in the
competitive landscape, delays or disruptions due to the COVID-19 pandemic, the legal and regulatory framework for the industry and future
expenditures. In light of these risks and uncertainties, the events or circumstances referred to in the forward-looking statements may not occur. The
actual results may vary from the anticipated results and the variations may be material. Other factors that may cause the Company's actual results to
differ from current expectations are discussed in the Company's filings with the Securities and Exchange Commission, including the section titled
“Risk Factors” contained therein. These forward-looking statements should not be taken as forecasts or promises, nor should they be taken as
implying any indication, assurance or guarantee that the assumptions on which such forward-looking statements have been made are correct or
exhaustive or, in the case of the assumptions, fully stated in this presentation. You are cautioned not to place undue reliance on these forward-looking
statements, which speak only as of the date this presentation is given. Except as required by law, Metacrine assumes no obligation to update any
forward-looking statements contained herein to reflect any change in expectations, even as new information becomes available.
This presentation discusses product candidates that are under clinical study and which have not yet been approved for marketing by the U.S. Food
and Drug Administration. No representation is made as to the safety or effectiveness of these product candidates. Caution should be exercised when
interpreting results from separate trials involving separate product candidates. Differences exist between trial designs and subject demographics,
which limit the conclusions that can be drawn from comparisons across different trials. This presentation includes statistical and other industry and
market data that we obtained from industry publications, third-party research, surveys and studies. The information has been obtained from sources
believed to be reliable, although there is no guarantee regarding the accuracy or completeness of such information.
The trademarks included herein are the property of the owners thereof and are used for reference purposes only. Such use should not be construed
as an endorsement of such products.
2

Our Story

Potential
best-in-class
FXR platform from
unique chemical
scaffold

Large
therapeutic areas
(NASH and IBD)
and clinical-stage
pipeline

Demonstrated
POC in NASH
with near-term
data readouts

Well-capitalized
to complete
NASH Phase 2a
trials and initiate
two new trials
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We Are Bringing Something New to NASH and IBD
Potentially best-in-class FXR agonist with wider
therapeutic index that optimizes benefit/risk profile

(1)

Single largest disease indication in
U.S. with no approved treatments

First FXR agonist to be studied in IBD – Oral therapeutic that is
not immunosuppressive could change the treatment paradigm

3.1 million
patients

(1)
(2)

(2)

~10%-15%
Clinical remission benefit vs. placebo and
infection risk for current treatments

Modeling the epidemic of nonalcoholic fatty liver disease demonstrates an exponential increase in burden of disease - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5767767/
CDC - https://www.cdc.gov/mmwr/volumes/65/wr/mm6542a3.htm#:~:text=In%202015%2C%20an%20estimated%201.3,%E2%80%9344%20(1.0%25)%20years.
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Our Pipeline

Indication

Program

Preclinical

Phase 1

Phase 1b/2a

Phase 2b

Phase 3

MET409
(monotherapy)

NASH

MET409
(combo with
anti-diabetic)
MET642
(monotherapy)
HSD17b13
inhibitors

IBD

MET409/642
(monotherapy)
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MET409 Program - NASH

Farnesoid X Receptor (FXR) Activation – An Established Mechanism of
Action for Treating NASH
Balanced FXR activation in both the liver
and intestine delivers the optimal profile

Injectable delivery may
be challenging for a
chronic condition

FGF21,
GLP-1,
analogs

AntiAntisteatotics inflammatory

Antifibrotics

Add-on for specific
patient segments or
inadequate response

FXR agonist addresses all
aspects of NASH pathogenesis
and can be orally administered

Fibrosis improvement demonstrated in large clinical trials(1)
is best predictor of long-term patient outcomes
(1)

FLINT and REGENERATE clinical trials
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Our Oral FXR Product Candidates Optimize Therapeutic Benefit in
Patients with NASH
Unique Chemical Scaffold

Metacrine

Differentiated Gene Regulation

Sustained PK/PD Profile

Metacrine
Placebo

Others

• Proprietary, non-bile acid scaffold
• Activates FXR without CO2H
group (dotted circle)
• >2,500 compounds generated
through rational chemical design

Others

• Distinct signature compared to
other agonists
• Potential for translating into a
differentiated clinical profile

• Pharmacological activity for up
to 24 hours with oral, oncedaily dosing of MET409 in
phase 1 trial
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MET409 – Superior Clinical Proof-of-Concept (POC) in NASH
• Placebo-controlled, randomized Phase 2a
POC trial

Liver Fat Reduction Observed
>30% mean relative decrease at all dose levels

• 58 NASH patients enrolled (n=58)

• Favorable safety results with 50 mg dose
– 16% overall pruritus rate
– 8% (PBO corrected) increase in LDL-C
• Tolerability profile for 80 mg dose similar to
other FXR agonists

MET409 50 mg

% Relative Change from Baseline

• Significant reductions in liver fat and
improvements in liver enzymes as compared
to placebo

Placebo

20

MET409 80 mg

0
-6.2%
-20

-37.9%(1)

-40

30% threshold
correlates with
histological improvement

-54.9%(2)

-60
0

4

Mean ± SEM

8

12

Time (Week)

(1)p<0.01
(2)

vs. placebo
p<0.0001 vs. placebo
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MET409 – Robust Liver Fat Reduction in POC Trial with a Significant
Normalization Rate after 12 Weeks of Treatment
Individual Liver Fat Reduction Response – 12 weeks

Proportion of Patients Reaching
≤ 5% (normal) Absolute Liver Fat Content
50%
40%

31%*

30%

29%*

20%
10%
0%
0%
Placebo

50 mg

80 mg

*p<0.05 vs. placebo

75%-93% of MET409 treated patients exceeded 30% relative liver fat reduction

29-31% of MET409 treated patients normalized liver fat
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Liver Fat Reduction, Pruritus and LDL-C Effects Observed with
FXR Agonists in NASH Clinical Trials

Pharmacological
activity

MET409
(Metacrine)
50 mg

MET409
(Metacrine)
80 mg

OCA(1)
(Intercept)
25 mg

EDP-305(3)
(Enanta)
2.5 mg

Cilofexor(4)
(Gilead)
100 mg

Tropifexor(6)
(Novartis)
200 µg

Nidufexor(8)
(Novartis)
100 mg

TERN-101(10)
(Terns)
10 mg

Relative liver fat
reduction
(PBO corrected)

32%

49%

17%
(72 wks)

16%

15%

21%

32%

11%

% Patients with ≥30%
relative liver fat
reduction

75%

93%

Not Reported

45%

31%

64%

72%

20%

8%

25%

20%(2)
(12 wks)

15%

11%
(24 wks)

25%(7)

0%

-2%

16%

40%

51%
(72 wks)

47%

≥14%(5)
(24 wks)

53%

54%

12%

0%

10%

9%
(72 wks)

21%

2%
(24 wks)

6%

Up to
30%(9)

0%

LDL-C increase
(PBO corrected)

Tolerability
profile

Overall
pruritus rate

Pruritus-related
treatment
discontinuation

FOR ILLUSTRATIVE PURPOSES ONLY - Not a head-to-head analysis
(1) Intercept; Younossi Z, et al. Lancet 2019;394:2184-2196; Loomba R, et al. Hepatology 2020, in press
(2) Calculated from Supplementary Figure S6: ~116 →136 mg/dL for OCA, 116→112 mg/dL for PBO at Month 3
(3) Enanta company presentation Sep 2019: https://s22.q4cdn.com/306858242/files/doc_presentations/2019/09/FXR_DataComparison-_Final.pdf
(4) Gilead; Patel K, et all. Hepatology 2020, in press
(5) Overall rate not reported; 14% moderate-severe pruritus rate reported after 24 weeks
(6) Novartis; Lucas KJ, et al. Hepatology 2019;70(Suppl):1479A.
(7)Calculated from Slide 15 of oral presentation: ~100→125 mg/dL for tropifexor, 120→120 mg/dL for PBO
(8) Aspinall R, et al. J Hepatol 2020;73(Suppl):S4-S5; clinicaltrials.gov
(9)Rate refers to discontinuation due to any adverse event, with pruritus as the primary etiology
(10) Terns company press release and presentation June 2021 - https://ir.ternspharma.com/news-releases/news-release-details/terns-reports-positive-top-line-results-phase-2a-lift-study-fxr
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Significant Unmet Need in NASH Patients with Type 2 Diabetes (T2D)
NASH & T2D overlap – an
an important patient segment

An SGLT-2 inhibitor, a front-line once-daily oral T2D
therapy, affords glycemic, CV and renal benefits…

…and has demonstrated liver fat reduction in a
third-party trial(3)

• ~70% of T2D patients have
NAFLD/NASH(1)
• T2D patients are ~5x more likely to
progress from NAFLD to NASH(2)

(1)
(2)
(3)

Empagliflozin
(10 mg)

Younossi ZM, et al. Diabetes Care 2020:43:283-289.
Perumpail BJ, et al. World J Gastroenterol, 2017: 23:8263-8276.;Younossi ZM, et al. Diabetes Care, 2020:43:283-289.
Kuchay MS, et al. Diabetes Care 2018: 41:1801-1808.

Duration

Trial
Size

HbA1c
Change

Relative Liver
Fat Change

20 weeks

n=42

-1.8%

-30%
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MET409 – Phase 2a Combination Trial with Empagliflozin in NASH
Patients with Type 2 Diabetes
Baseline
`
Screening/
Liver Imaging

Week 4

MET409 (50 mg)

MET409 (50 mg) +
Empagliflozin (10 mg)

Trial Summary
o n=~120 (n=30 x 4
treatment arms)

MET409 (placebo) +
Empagliflozin (10 mg)

MET409 (placebo)

Week 12
Key Endpoints
o Liver fat reduction
o Glycemic control
Study Objectives
Immediate
o Potential for significant liver
fat reduction (≥ 50%) after
12 weeks of treatment
Long-Term
o Optimally treating
NASH/T2DM overlap with
FXR combinations

Topline Data in 4Q21
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MET642 Program - NASH

Potential FXR Franchise Opportunity with Two Distinct Candidates
PRODUCT ATTRIBUTES

MET409

MET642

Oral, once-daily dosing
Sustained profile
Clinical PK/PD data
Potential for mono and combination therapy
Clinical proof-of-concept in NASH patients

Early 4Q21

Greater potency

No CYP3A4 interaction
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MET 642 – Multiple Ascending Dose (MAD) Results Establish 3 mg –
6 mg Therapeutic Range
50
40
30

MET642

20

Placeb
o
2.5 mg
5, 7.5,
10 mg

C4 (ng/ml)

10
0
0

2

4

6

8

10

12

14

50

• No increases in LDL-C

40

MET409

• Magnitude of C4 repression
suggests equivalence with
~10x MET409 dose
• No pruritus

30
40 mg
Placeb
o

20

• Dose-response observed
starting at 2.5 mg/day

10
0
0

2

4

6
8
10
Time (day)

12

14

50 mg
80, 100 mg
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MET642 – Potent, Sustained Engagement with Favorable Tolerability
Profile in Phase 1 Trial

(1)
(2)

MET409

MET642

Dose range in MAD

20-150 mg (50 & 80 mg selected for POC)

2.5-10 mg (3 & 6 mg selected for POC)

Serious adverse events

None

None

Severity of treatmentrelated adverse events

Mild to moderate

Mild to moderate

Pruritus

2/8 subjects (25%) at 100 mg
5/8 subjects (62.5%) at 150 mg
All mild in severity

None

LDL-cholesterol
increases

None

None

Pharmacokinetics(1)

~28-98 hours

~40-68 hours

Target engagement(2)

14% (20 mg) to -99% (150 mg)

-53% (2.5 mg) to -95% (10 mg)

Mean elimination t1/2 after 14 days of dosing
Measured as mean C4 area-under-the-curve repression relative to placebo after last multiple-dose administration
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MET642 – Phase 2a Proof-of-Concept Trial in NASH Patients

Screening/
Liver Imaging

Baseline
`

Week 4

Week 16

MET642 (6 mg)

MET642 (3mg)
Trial Summary
o n=~180 (n=60 x 3
treatment arms)

Placebo

Key Endpoints
o Safety/tolerability
o Liver fat reduction
*Similar inclusion/exclusion
criteria as MET409 POC
study to facilitate trial
comparison

Interim analysis in early 4Q21
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IBD Program

IBD Is a Challenging Disease
• ~3 million patients in U.S. afflicted with IBD
– Significant reduction in quality of life including pain
and psychosocial impact
– Co-morbid illnesses beyond the intestine

• Despite availability of multiple, approved therapies,
clear unmet needs exist
– Most advanced therapies are parenteral
– Clinical remission demonstrated in only a minority of
moderate-severe patients
– Efficacy of biologics tends to diminish over time
– All advanced therapies (biologics & orals) are
immunosuppressive
– Combination advanced therapies rarely used

IBD Treatment Pyramid

New approaches needed to expand
therapeutic options
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Rationale for FXR-Based Therapy in IBD
•

In addition to liver-specific activity, FXR is highly expressed by intestinal epithelial cells and plays a
key role in healthy intestinal function

•

Intestinal FXR actions maintain epithelial barrier and regulate innate immune response
•

Preserves physical integrity and function of epithelial barrier

•

Reduces bacterial translocation into the intestinal wall

•

Lowers inflammatory response to bacterial & food-based antigens
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FXR Plays a Protective Role in IBD Pathology
Loss of Function Worsens Disease Severity
Loss of FXR increases IBD pathology in mice

Faster Crohn’s Disease progression in humans
with genetic variant that reduces FXR activity

I= inflammation; F= fibrosis

References: (1) Vavassori et al. (2009) J Immunol
(2) Wilson et al. (2020) Scientific Reports
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FXR Agonism Impacts Multiple Mechanisms of IBD Pathogenesis

Intestinal Lumen
(with bacterial and
dietary antigens)

Epithelial Layer
(with tight junctions and
anti-bacterial defenses)

Lamina Propria
(with immune cells
and blood vessels)

Normal

Inflammatory Bowel Disease

FXR has shown benefits in all
aspects of IBD pathogenesis

Leaky tight junction
leads to increased
gut permeability

✅

Abnormal
interactions with
microbiota and
food antigens

✅

Increased immune
stimulation and
inflammation

✅
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FXR Benefit Across Multiple Preclinical Models Strengthens Opportunity
for Translation to Clinic

IBD Models
Tested

Triggers of IBD

FXR Agonists Tested

IBD Endpoints Improved

References

DSS

Chemical

Obeticholic acid
(INT-747)

Colitis
Gut barrier, anti-microbial,
inflammation

Gadaletta (2011) Gut

TNBS

Chemical

Obeticholic acid
(INT-747)

Colitis
Inflammation and fibrosis

Vavassori (2009) J Immunol
Liu et al., (2021) ECCO: S145-46
Liu et al., (2020) C&C Congress: S11
Liu et al., (2019) DDW: S382
Metacrine Data On File

Adoptive transfer

Immunological

M480, MET642

Colitis
Gut barrier, anti-microbial,
inflammation

Mdr1-/-

Disrupted barrier
function

M480

Colitis
Gut barrier, anti-microbial,
inflammation

Liu et al., (2020) DDW: S159-060
Metacrine Data On File

SAMP1/YitFc

Spontaneous ileitis

M480

Ileitis
Inflammation

Liu et al., (2019) DDW: S382
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FXR Agonism Could Change the Treatment Paradigm
• Mechanistic action addresses key IBD pathology
• Preclinical evidence suggests a strong role in disease management
• Once-daily, oral drug improves compliance and is preferred to parenteral drugs
• Unlike biologics, therapy is non-immunogenic and effect will not lessen over time
• Non-immunosuppressive therapy is attractive to patients and could be a game changer
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Next Steps: Clinical Proof-of-Concept Trial Design in Ulcerative Colitis
Baseline
`

Week 12

Screening/
Endoscopy
FXR High Dose

Study Objectives
o Safety & tolerability
o Demonstrate significant
clinical and histologic
improvement over 12
weeks of therapy

FXR Low Dose

Mod-severe disease
Placebo

Key Efficacy Endpoints
o Clinical remission
o Clinical response
o Mucosal healing

Trial size ~50 per
treatment group
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HSD Program

HSD17b13 Small Molecule Inhibitors Have Great Potential
• Small molecule HSD17b13 inhibitors have great potential
– Targets patients with most significant need for medical intervention
– Combine well with other mechanisms such as FXR agonists
• Challenges for development of small molecule inhibitors
– HSD17b13 is part of a large enzyme family – need for selectivity
– Assessing enzymatic activity in vivo
• We are developing highly potent and selective small molecule inhibitors of
HSD17b13
– Greater selectivity and potency relative to other compounds
– Confirmed in vivo activity
Results from Assays Completed at Metacrine
Compound

Company

HSD17b13
Activity
IC50 (µM)

Selectivity
over
HSD17b2

Selectivity
over
HSD17b1

HSD17b13
cell-based
IC50 (µM)

Lead

Metacrine

0.003

381

310

0.035

252

Regeneron

0.97

5

7

>100

307

Regeneron

0.36

>30

6

Not examined
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Key Future Milestones

Next Steps for Metacrine
2021
1H21

2022
2H21

1H22

2H22

Phase 2a combo SGLT2
topline data (n=~120)

MET409

Phase 2b NASH
mono trial initiation
Candidate
selection for
Phase 2b
NASH trial

MET642

Phase 2a NASH mono
topline data (n=~180)

Phase 2a NASH mono
interim analysis (n=~60)

MET409/
642
MET409/642 Phase 2a
IBD trial initiation

HSD17b13
Inhibitor

HSD17b13 EDC
selection
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