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Important Information
The following presentation, including any printed or electronic copy of
these slides, the talks given by the presenters, the information
communicated during any delivery of the presentation and any question
and answer session and any document or material distributed at or in
connection with the presentation (together, the "Presentation"), has
been prepared by PureTech Health plc (the "Company").
The
information in the Presentation is not intended to form the basis of any
contract. By attending (whether in person or by telephone) or reading
the Presentation, you agree to the conditions set out below.
THIS DOCUMENT AND THE PRESENTATION IS NOT A PROSPECTUS.
The Presentation does not constitute or form part of any offer or
invitation to sell or issue, or any solicitation of any offer to purchase or
subscribe for, any shares or other securities of the Company, nor shall
there be any sale of these securities in any state or jurisdiction in which
such offer, solicitation or sale would be unlawful prior to registration or
qualification under the securities laws of any such state or jurisdiction.
Any such offering of securities will only be made by means of a
registration statement (including a prospectus) filed with the Securities
and Exchange Commission (the "SEC"), after such registration
statement becomes effective. No such registration statement has been
filed as of the date of this presentation.
We report certain financial information using non-IFRS financial
measures, as we believe these measures provide information that is
useful to management and investors to assess financial performance.
These non-IFRS financial measures do not have any standardized
meaning and may not be comparable with similar measures used by
other companies. For certain non-IFRS financial measures, there are no
directly comparable amounts under IFRS. These non-IFRS financial
measures should not be viewed as alternatives to measures of financial
performance determined in accordance with IFRS. Please see slides 8283 for a reconciliation of these measures to the most comparable IFRS
measure.
This document and the Presentation contain statements that are or may
be forward-looking statements. These statements are based on our

management’s current beliefs, expectations and assumptions about
future events, conditions and results, and on information currently
available to us. This document and the Presentation also contain
estimates and other statistical data made by independent parties and
by us relating to market size and growth 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 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.
All statements other than statements of historical facts included in this
document may be forward-looking statements, including statements
that relate to the Company's future prospects, developments and
strategies. Words such as “expect,” “anticipate,” “intend,” “plan,”
“believe,” “seek,” “estimate,” “think,” “may,” “could,” “will,” “would,”
“should,” “continue,” “potential,” “likely,” “opportunity” and similar
expressions or variations of such words are intended to identify
forward-looking statements, but are not the exclusive means of
identifying forward-looking statements. Additionally, statements
concerning future matters such as our expectations of business and
market conditions, development and commercialization of new
products, enhancements of existing products or technologies, and other
statements regarding matters that are not historical are forward-looking
statements. Such statements are based on currently available
operating, financial and competitive information and are subject to
various risks, uncertainties and assumptions that could cause actual
results to differ materially from those anticipated or implied in our
forward-looking statements due to a number of important factors
including, but not limited to, those risks that are described in the
Company’s most recent Annual Report and Accounts which can be
found
on
the
Company’s
web
site
at
https://www.puretechhealth.com/reports-presentations and in the
Company's Annual Report on Form 20-F for the year ended December
31, 2021 filed with the Securities and Exchange Commission.

beyond the Company’s control, you should not place undue reliance on
these forward-looking statements.
Each forward-looking statement speaks only as at the date of this
document. Except as required by law, we assume no obligation to
update these forward-looking statements publicly, or to revise any
forward-looking statements to reflect events or developments occurring
after the date of this document, even if new information becomes
available in the future.
The Presentation is confidential and should not be distributed,
published or reproduced (in whole or in part) or disclosed by its
recipients to any other person for any purpose, other than with the
consent of the Company.
By attending any delivery of, or electronically accessing, the
Presentation, you agree to be bound by the above limitations and
conditions and, in particular, you represent, warrant and undertake to
the Company that: (i) you will not retain in any manner the Presentation
or forward the Presentation to any other person, or reproduce or publish
this document, in whole or in part, for any purpose and (ii) you have read
and agree to comply with the contents of this notice.
References in the following presentation to our “Controlled Founded
Entities” refer to Follica, Incorporated, Entrega, Inc., and Vedanta
Biosciences, Inc., for all periods prior to May 25, 2022, Sonde Health
Inc., and for all periods prior to June 10, 2021, Alivio Therapeutics, Inc.
References to our “Non-Controlled Founded Entities” refer to Akili
Interactive Labs, Inc., Karuna Therapeutics, Inc., Vor Bio, Inc., Gelesis,
Inc., for all periods following May 25, 2022, Sonde Health, Inc., and, for
all periods prior to December 18, 2019, resTORbio, Inc.

Given these risks, uncertainties and other factors, many of which are
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We are giving new life to
classes of medicine that
have proven efficacy to
unlock their full potential
and change the treatment
paradigm for patients with
unmet need

3

PureTech Team Has a Track Record of Outperforming

Daphne Zohar

Bharatt Chowrira, PhD, JD

Founder & Chief Executive Officer

Eric Elenko, PhD

President & Chief Business, Finance & Operating Officer

Built team, scientific network & pipeline; Recognized as a top leader in
biotech by EY, Scientific American, BioWorld & others; Board Member

Former COO Auspex (acq. by Teva $3.5B), COO Nektar,
GC SIRNA (acq. by Merck $1.1B); Board Member

Joseph Bolen, PhD
Chief Scientific Officer

Previously CSO Moderna (MRNA), Millennium (acq. by Takeda $8.8B), TA
Head Oncology BMS

Co-founder & Chief Innovation & Strategy Officer
Co-inventor of KarXT & other PureTech programs;
McKinsey, UCSD

Julie Krop, MD

Chief Medical Officer
Former CMO at Freeline Therapeutics, CMO at AMAG Pharmaceuticals
(overseen 3 FDA approvals; acq. by Covis group $647M); Vertex,
Millennium, Pfizer

Oversaw R&D of therapeutics supporting 26 regulatory approvals
Served in C-suite of companies acquired for more than $14B in aggregate
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Supported by World Class Board of Directors & R&D Committee

Our board & R&D committee contributed to regulatory approvals of approximately 30 drugs, led multiple multi-billion-dollar strategic
transactions & co-founded multiple companies

Christopher Viehbacher

Raju Kucherlapati, PhD

Former CEO & Board Member at Sanofi, Former
President & Board Member at GSK, Managing
Partner of Gurnet Point Capital

Harvard, Co-Founder of Millennium (acq. by
Takeda $8.8B) & Abgenix (acq. by Amgen $2.2B)

Board Chair

John LaMattina, PhD

Board & R&D Committee

Robert Horvitz, PhD

R&D Committee Chair & Board Observer
Nobel Prize in Medicine, MIT, HHMI,
neurobiologist at MGH, Former Novartis
Scientific Advisory Board Member

Board & R&D Committee

Former President of Pfizer Global R&D, Forbes
Contributor

Ben Shapiro, MD

R&D Committee & Board Advisor
Former EVP of Research at Merck, PureTech cofounder

Kiran Mazumdar-Shaw

Robert Langer, ScD

Board

Board & R&D Committee
MIT, Award winning materials science pioneer,
Former member of the United States FDA’s
SCIENCE Board, Co-founder of multiple biotech
companies including Moderna & PureTech

Dennis Ausiello, MD

R&D Committee & Board Advisor
Professor at Harvard Medical School, Former
Chief of Medicine at MGH, Board Director
Alnylam, Former Pfizer Board Lead
Director, Director of CATCH at MGH/MIT

Founder & Chairperson of Biocon, Board of
Trustees Member at MIT, Member of National
Academy of Engineering

Sharon Barber-Lui
Board

Former CFO of Merck & Co. Inc. U.S. Oncology,
Senior Vice President of EQRx
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PureTech’s R&D Engine Has Delivered Results1

18

26

Track Record of Clinical Success2
47%

Clinical stage
candidates

New therapeutics
& therapeutic
candidates

2
Taken from
inception to FDA &
EU regulatory
clearances

8%

Industry Average 3

PureTech 4

Probability of Transition Success
from Ph1 to Regulatory Filing

Developing novel therapeutics for patients by leveraging our unique collaborative R&D model
1 PureTech has established the underlying programs and platforms that have resulted in therapeutics and therapeutic candidates that are being advanced within our Wholly Owned Programs or by our Founded Entities. The numbers on this slide reflects
status of those therapeutics and therapeutic candidates as of the date of PureTech’s most recently filed Annual Report on Form 20-F; 2 The cumulative percentages are calculated by multiplying the individual phase percentages listed in the following
footnotes 3 & 4; 3 Industry average data measures the probability of clinical trial success of therapeutics by calculating the number of programs progressing to the next phase vs. the number progressing and suspended (Phase 1=52%, Phase 2=29%, Phase
3=58%). BIO, PharmaIntelligence, QLS (2021) Clinical Development Success Rates 2011 – 2020. This study did not include therapeutics regulated as devices; 4 The aggregate percentages include all therapeutic candidates advanced through at least Phase 1 by
PureTech or its Founded Entities from 2009 onward, using the aforementioned calculation method based on the following individual phase percentages, Phase 1 (n = 6/8; 75%), Phase 2 (n = 10/12; 83%), Phase 3 (n = 3/4; 75%), last updated on August 8, 2022;
Phase 2 and Phase 3 percentages include some therapeutic candidates where Phase 1 trials were not conducted by PureTech or its Founded Entities (i) due to the requirements of the medical device regulatory pathway or (ii) because a prior Phase 1 trial was
conducted by a third party, which Phase 1 trials were not included in this analysis.
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Our Distinctive Approach Drives Success

Proprietary insights from
world’s leading experts

Apply novel approach
to unlock validated efficacy

De-risk, validate or prioritize
with key experiments
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PureTech's Proven Expertise

We unlock important classes of medicine with proven efficacy by enhancing on target efficacy, improving tolerability or
enabling oral administration
Validated Efficacy
KarXT, invented by
the PureTech
Team

Wholly Owned
Pipeline includes
multiple clinical
programs building
on PureTech's
expertise &
platforms

Karuna’s KarXT
for schizophrenia &
dementia related
psychosis

LYT-100
for inflammation
and fibrosis,
including IPF

LYT-300
for neurological &
neuropsychological
conditions

Xanomeline is highly
effective in reducing
psychosis

Problem
Xanomeline had GI
tolerability issues

PureTech Insight/IP
Pairing xanomeline with gut-restricted
muscarinic antagonist improved AE profile
and unlocked 1st new class in 50+ years
Muscarinic
agonist
Muscarinic
antagonist

Xanomeline
Trospium chloride

Pirfenidone extends life in
patients with IPF by
approximately 3 years1

GI tolerability issues
negatively impact patient
compliance & efficacy

Retain clinically-validated activity
of pirfenidone with improved
tolerability & potential for
improved efficacy

Allopregnanolone:
demonstrated efficacy in
mental health conditions

Marketed
allopregnanolone
requires 60-hr IV infusion
while synthetic versions
may not engage target
sufficiently

Novel absorption pathway
Achieved blood levels of
allopregnanolone at/above those
associated with therapeutic
effect & target engagement
w/ GABAA receptors

KarXT, LYT-100 and LYT-300 are investigational drugs not approved by any regulatory authority.
1 Margaritopoulos, G. A., Trachalaki, A., Wells, A. U., Vasarmidi, E., Bibaki, E., Papastratigakis, G., Detorakis, S., Tzanakis, N., & Antoniou, K. M. (2018). Pirfenidone improves survival in IPF: results from a real-life study. BMC Pulmonary Medicine, 18(1).
https://doi.org/10.1186/s12890-018-0736-z; 2 Brexanolone NDA 211371 Multi-disciplinary Review and Evaluation, FDA CDER, 2018.
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PureTech: Multiple Value Drivers and Robust Pipeline

Wholly Owned Pipeline1

OUR PROGRAMS2

Discovery

Preclinical

Phase 1

LYT-100
Deupirfenidone

Idiopathic pulmonary fibrosis (IPF)

LYT-100
Deupirfenidone

Progressive fibrosing interstitial lung diseases, other fibrotic conditions

LYT-200
Anti-Galectin-9 mAb
LYT-300
Oral Allopregnanolone
LYT-310
Oral Cannabidiol

Phase 2

Phase 3

Solid tumors and hematological malignancies
Depression, anxiety & related indications
Epilepsies & other
neurological indications

$341.4M
PureTech Level Cash and Cash
Equivalents as of June 30, 20222
Operational Runway to Q1 2026

Completed
In progress

Preclinical, Research and
Partnered Programs
LYT-510, LYT-503/IMB-150
and Research Platforms

1 References

in this presentation to “Wholly Owned Programs” refer to the Company’s six therapeutic candidates (LYT-100, LYT-200, LYT-300, LYT-310, LYT-510, and LYT-503/IMB-150), lymphatic and inflammation platforms and potential future therapeutic
candidates and platforms that the Company may develop or obtain. References to “Wholly Owned Pipeline” refer to LYT-100, LYT-200, LYT-300, LYT-310, LYT-510, and LYT-503/IMB-150. On July 23, 2021, Imbrium Therapeutics exercised its option to license
LYT-503/IMB-150 pursuant to which it is responsible for all future development activities and funding for LYT-503/IMB-150; The FDA and corresponding regulatory authorities will ultimately review our clinical results and determine whether our wholly-owned
therapeutic candidates are safe and effective. No regulatory agency has made any such determination that our wholly-owned therapeutic candidates are safe or effective for use by the general public for any indication;
2 PureTech Level Cash and Cash Equivalents is a Non-IFRS measure. Please refer to slides 82-83 of this presentation for further information.
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Programs Being Advanced by Eight Public and Private Founded Entities
Founded Entities Programs1 (Conceived by PureTech)

(NASDAQ: KRTX)

(NASDAQ: AKLI)

(NYSE: GLS)

(NASDAQ: VOR)

3.1% Equity
+ Royalties

Phase 3

14.7% Equity

Commercial

23.3% Equity
+ Royalties

Commercial

4.1% Equity

Phase 1/2a

40.7% Equity

Phase 3
Ready

75.9% Equity
+ Royalties

Phase 3
Ready

36.6% Equity

Commercial
Release

73.8% Equity

Preclinical

>$680M
$3.1B
95.3%

Non-dilutive cash generated by PureTech to date from Founded Entity monetization events
Capital raised by Founded Entities since July 2018
Of the $3.1B was from 3rd parties

PureTech value in form of equity, royalties, milestone payments & sublicense revenues
1This figure represents the stage of development for each Founded Entity’s most advanced therapeutic candidate. Founded Entities represent companies founded by PureTech in which PureTech maintains ownership of an equity interest and, in certain cases,
is eligible to receive sublicense income and royalties on product sales. As of December 31, 2022, PureTech maintained control over Follica Incorporated, Vedanta Biosciences, Inc., and Entrega, Inc. by virtue of (a) majority voting control or (b) the right to
elect representation to the entity’s Board of Directors. As of December 31, 2022, PureTech did not have a controlling interest in Gelesis Holdings, Inc., Karuna Therapeutics, Inc., Akili, Inc., Sonde Health, Inc. and Vor Biopharma Inc. Relevant ownership
interests for Controlled Founded Entities and Sonde Health, Inc. were calculated on a partially diluted basis (as opposed to a voting basis) as of December 15, 2022, including outstanding shares, options and warrants, but excluding unallocated shares
authorized to be issued pursuant to equity incentive plans. Gelesis, Vor Bio, Akili and Karuna ownerships were calculated on a beneficial ownership basis in accordance with SEC rules as of November 11, 2022, December 7, 2022, November 7, 2022 and
October 31, 2022, respectively.
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LYT-100 (Deupirfenidone) for Idiopathic Pulmonary Fibrosis (IPF)

RARE ~120,000 patients in the US, ~70,000 in the EU51

FATAL
Causes scar tissue in the lungs, leading to
shortness of breath and loss of lung
function2
Median survival 3 – 5 years2

UNMET MEDICAL NEED
2 standard of care treatments proven
to slow disease progression, but have
significant side effects, including
nausea, vomiting and diarrhea3,4

3 out of every 4 patients are not on

standard of care5

ESBRIET (pirfenidone) and OFEV (nintedanib) were approved in 2014
1 GlobalData Epidemiology and Market Size Search 2Barratt SL, Creamer A, Hayton C, Chaudhuri N. Idiopathic Pulmonary Fibrosis (IPF): An Overview. J Clin Med. 2018 Aug 6;7(8):201. 3 Rubino C. M., Bhavnani S. M., Ambrose P. G., Forrest A., Loutit J. S. Effect of
food and antacids on the pharmacokinetics of pirfenidone in older healthy adults. Pulmonary Pharmacology & Therapeutics. 2009 Aug;22(4):279-285. 4 Belhassen, M., Dalon, F., Nolin, M., & Van Ganse, E. (2021). Comparative outcomes in patients receiving
pirfenidone or nintedanib for idiopathic pulmonary fibrosis. Respiratory research, 22(1), 135. 5 Dempsey TM, Payne S, Sangaralingham L, Yao X, Shah ND, Limper AH. Adoption of the Antifibrotic Medications Pirfenidone and Nintedanib for Patients with
Idiopathic Pulmonary Fibrosis. Ann Am Thorac Soc. 2021 Jul;18(7):1121-1128

11

Pirfenidone: Clinically Validated Anti-Fibrotic & Anti-Inflammatory
IPF1

 Pirfenidone FDA-approved for IPF with
breakthrough designation for uILD
 Over a dozen late-stage & real-world efficacy
studies demonstrate efficacy in IPF3

Unclassifiable Interstitial Lung Disease (uILD)2

 Clinical proof-of-concept studies in FSGS, uILD,
radiation-induced fibrosis & other inflammatory
& fibrotic diseases
 BUT GI-related tolerability issues significantly
limit its usage, resulting in ~50% who
discontinue, dose adjust, or switch4
 Despite drawbacks, pirfenidone sales >$1B/year

1 Noble,

P., et al. European Respiratory Journal (2016) 47:243-253; 2 ERS 2019: http://bit.ly/2lJ9WCC; 3 Saad, M. I., Mcleod, L., Hodges, C., Vlahos, R., Rose-John, S., Ruwanpura, S., & Jenkins, B. J. (2021). ADAM17 Deficiency Protects against Pulmonary
Emphysema. American Journal of Respiratory Cell and Molecular Biology, 64(2), 183-195. doi:10.1165/rcmb.2020-0214oc; 4 Cottin, V., et al. ERJ Open Research (2018); 5Dempsey et al. Annals of the American Thoracic Society, 18(7), 1121–1128.
https://doi.org/10.1513/AnnalsATS.202007-901OC.
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LYT-100: Potential Advantages with Pirfenidone’s De-Risked Clinical Profile





~50% reduction in GI adverse events compared to pirfenidone in head-to-head study1
Potential for enhanced anti-fibrotic & anti-inflammatory activity vs. pirfenidone
Composition of Matter Patent exclusivity up to 2033 with PTE; Additional IP coverage to ~2040
Potential for Orphan Drug Exclusivity for IPF & other indications
Pirfenidone

✓ Clinically validated efficacy
✘ Associated with GI AEs

✘ Higher exposure limited by tolerability

1

Based on healthy older adult crossover trial.

LYT-100

✓ Differentiated PK profile while retaining
pharmacology
✓ Substantially improved AE profile1

✓ Potential to enhance exposure that could improve
efficacy; maximum tolerated dose not determined
13

LYT-100: Data to Date (N>400)1 Demonstrate Favorable Safety & Tolerability Profile
Healthy Older Adult Crossover Trial (N=49)
TEAE

LYT-100 550mg TID Pirfenidone 801mg TID
n (%)
n (%)

Gastrointestinal

8 (17.4%)

16 (34.0%)

Nausea

7 (15.2%)

14 (29.8%)

Vomiting

2 (4.3%)

3 (6.4%)

Abdominal
Pain/Distension

1 (2.2%)

3 (6.4%)

Nervous System

8 (17.4%)

15 (31.9%)

Headache

6 (13.0%)

9 (19.1%)

Dizziness

1 (2.2%)

7 (14.9%)

Somnolence

1 (2.2%)

2 (4.3%)

Clinical data demonstrate favorable tolerability
 Well-tolerated at all doses studied2 in
Multiple Ascending Dose trial (N=40)
without dose titration3; All treatmentrelated AEs were mild & transient
 Achieved ~50% reduction in healthy older
adults experiencing GI-related AEs
compared to pirfenidone in healthy older
adult crossover trial
 Demonstrated strong safety & tolerability
profile in Long COVID trial

Across single ascending dose trial, multiple ascending dose trial, healthy older adult crossover trial and additional LYT-100 trials; 2 LYT-100 was administered in doses of 100 mg, 250 mg, 500 mg, 750 mg and 1000 mg BID over five days; 3 Chen, M.C., Korth,
C.C., Harnett, M.D., Elenko, E. and Lickliter, J.D. (2022), A Randomized Phase 1 Evaluation of Deupirfenidone, a Novel Deuterium-Containing Drug Candidate for Interstitial Lung Disease and Other Inflammatory and Fibrotic Diseases. Clinical Pharmacology in
Drug Development. https://doi.org/10.1002/cpdd.1040.
TEAE = treatment emergent adverse event
Discontinuations for AEs: 1 during pirfenidone administration, 1 during LYT-100 administration

1
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LYT-100: First of Two Potentially Registration-Enabling Studies Underway
PRIMARY AIM:

PRIMARY ENDPOINT:

To evaluate activity of LYT-100 in patients
with IPF

Slope of decline in FVC for LYT-100 compared
to placebo over 6 months

Trial Design

 N= ~240 IPF patients
– Placebo
– Pirfenidone 801 mg TID
– LYT-100 550 mg TID
– LYT-100 825 mg TID
 6-month treatment duration

Phase 2b topline data expected by YE 2023
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LYT-100: Potential to Address Multiple Underserved Diseases
CURRENT INDICATION:
IPF
 Pirfenidone has been
shown to improve survival
by approximately 3 years
compared to supportive
care alone1
 Pirfenidone reduces
decline in lung function2
 Topline results from
registration-enabling trial
expected by YE2023

NEXT INDICATION:
PF-ILD
 Three million IPF patients3
& approximately the same
number of PF-ILD patients
are affected with few
treatment options
worldwide
 Pirfenidone derisked due
to similar pathophysiology
of IPF and PF-ILD & clear
development path

RADIATION INDUCED
FIBROSIS
 LYT-100 as medical
countermeasure
 Pirfenidone mitigates
radiation-induced lung
fibrosis in preclinical study4

MYOCARDIAL FIBROSIS
 Patients with myocardial
fibrosis have few effective
treatments to address their
disease
 Pirfenidone reduces
myocardial fibrosis1,2

 Pirfenidone showed initial
efficacy signals in Ph2
RELIEF study

Additional Opportunities for LYT-100 in inflammation & fibrosis
Lewis et al., 2021, Nature Medicine; 2 Wang et al., 2013, Cardiology; 3 Martinez, F., Collard, H., Pardo, A. et al. Idiopathic pulmonary fibrosis. Nat Rev Dis Primers 3, 17074 (2017). https://doi.org/10.1038/nrdp.2017.74; Wong, A., et al. Respiratory Research
(2020) 21:32; Sauleda, J., et al. Medical Sciences (2018) 6:110; 4 Ying, H., et al.. Pirfenidone modulates macrophage polarization and ameliorates radiation-induced lung fibrosis by inhibiting the TGF-β1/Smad3 pathway. Retrieved April 18, 2022, from
https://onlinelibrary.wiley.com/doi/full/10.1111/jcmm.16821
1
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LYT-300 (Oral Allopregnanolone) for Anxiety and Depression

ANXIETY

DEPRESSION

EPIDEMIOLOGY
Major depressive disorder (MDD) impacts
over 20 million patients each year1
Postpartum depression affects over
400,000 patients each year2

Significant unmet need for
new treatments for anxiety
and depression

Generalized anxiety disorder (GAD) impacts
6.8 million adults

Standard of care treatments
can have mixed efficacy,
delayed onset of action, and
poor tolerability

Social anxiety disorder affects
15 million adults
Panic disorder impacts 6 million adults3

1National
2Bauman

Institute of Mental Health 2020: Prevalence of Major Depressive Episode Among Adults
et al., 2018: Vital Signs: Postpartum Depressive Symptoms and Provider Discussions About Perinatal Depression — United States, 2018 3. Anxiety & Depression Association of America Anxiety Disorder Facts and Statistics
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LYT-300: Oral Allopregnanolone for Neurological & Neuropsychological Conditions

marketed as

Zulresso®

Required 60-hr IV
infusion limits usage

LYT-300 – Oral Allopregnanolone
 Designed to avoid first-pass metabolism
via the lymphatic system
 Results from Phase 1 trial demonstrated:
– oral bioavailability in healthy adults,
achieving blood levels of
allopregnanolone at or above those
associated with therapeutic effect and
nine-fold greater than orally
administered allopregnanolone, based
on third-party published data1
– target engagement with GABAA
receptors, known to regulate mood and
other neurological conditions
– favorable tolerability
 Proof-of-concept study initiation planned
in H1 2023

LYT-300 Oral Systemic Exposure (Human)
LYT-300 Phase 1 vs. Literature Data2,1

LYT-300 Systemic Exposure
Non-Human Primate
Oral administration

Dose normalized plasma
concentration of free ALLO
(nmol/L)

BREXANOLONE FOR
IV INJECTION

is a trademark of Sage Therapeutics and is not owned by or affiliated with PureTech Health.
LYT-300 is an investigational drug not approved by any regulatory authority.

Time (h)

Zulresso®

Brexanolone NDA 211371 Multi-disciplinary Review and Evaluation, FDA CDER, 2018. 2AUC(0-inf) of LYT300 and Study 547-CLP-107 (in ref 1: Brexanolone NDA) were divided by mg allopregnanolone dosed, then
both values divided by that dose-normalized AUC of 547-CLP-107 to show relative exposure at an equivalent dose.

1
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Glyph™: A Synthetic Lymphatic-Targeting Chemistry Platform
Glyph Oral Drug
Transport via the
Lymphatic System

Conventional Oral
Drug Transport

Drug can be
metabolized by the
liver before
ever entering systemic
circulation

Heart
Liver

Prodrug enters
systemic circulation
and then
releases original drug

Thoracic duct

Heart

Prodrug

Liver
Lymphatic System

Drug enters the
liver through the
portal vein

Prodrug bypasses
the liver through
absorption via the
lymphatic system

Gut

Gut
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LYT-310: Oral Cannabidiol With a Highly Differentiated Profile for Broad Application
PURETECH’S LYT-310

MARKETED CANNABIDIOL ORAL
SOLUTION
1 yr+, Primarily Children

Target Population

1 yr+, Primarily Teens/Adults
Pediatric form planned with
target down to 1 year old

Approved in US for 3 Rare Epilepsies

Target Indications

Exploring range of rare and more common forms of
epilepsy as well as other CNS disorders

Approved in US and EU for Lennox-Gastaut syndrome,
Dravet syndrome, or tuberous sclerosis complex

Large Volume of Oily Solution

Dosing

Capsules & Other Flexible Routes
Capsule dosage form plus water-based
emulsion planned for pediatric patients

Administered via syringe twice per day

Diarrhea, Elevated Liver Enzymes

Epilepsies & Other CNS Indications

Side Effects

Potential for Reduced Side Effects
…due to lower dose to GI & liver,
a result of bypassing first-pass metabolism in liver

Complex, Nonstandard Manufacturing

Manufacturing

Processed from extraction of cannabis plant
LYT-310 is an investigational drug not approved by any regulatory authority.

Standard Manufacturing
Standard pharmaceutical manufacturing techniques
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LYT-200 (Anti-Galectin-9 mAb) for Metastatic Solid Tumors and Hematological Malignancies

HEMATOLOGICAL
MALIGNANCIES

SOLID
TUMORS

EPIDEMIOLOGY
~62,210 pancreatic cancer
patients diagnosed each year; 52%
present with metastatic
disease1
~61,000 new cases of leukemia
diagnosed each year, including

~20,000 in AML1

Pancreatic ductal adenocarcinoma (PDAC), colorectal cancer (CRC) and cholangiocarcinoma (CCA)
1. American Cancer Society

Many patients, especially those with
immunologically silent tumors such
as PDAC, CCA and some types of
CRC, respond sub-optimally to

immune checkpoint inhibitors

Over 50% of AML patients either
don't respond to initial treatment or
experience relapse or death, with
~12.6% five-year survival rate
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LYT-200: A Clinical Stage Monoclonal Antibody Targeting Galectin-9
Foundational biology


Galectin-9 modulates multiple pathways of cancer
immunosuppression, including those modulated by PD-1
& TIM-3

Galectin-9: fundamental immunosuppressor in cancer
CD8

Promotes
expansion of
MDSCs

MDSCs

LYT-200 proof-of-concept







Inhibition of tumor growth & increased survival in KPC
pancreatic cancer model, outperforming anti-PD-1
Inhibition of tumor growth in a melanoma model
outperforming anti-PD-1
T cell activation in patient derived organoid cultures
Recent data presented at ASH in validated animal models
of AML demonstrate strong efficacy with dual mechanism
of action

Induces Treg cell
differentiation &
stability

Galectin-9

Tumor

Treg
Th1
M1

Induces apoptosis of
Th1 &
CD8+ T cells

CD8

M2

Switching M1 to
M2 macrophage

Received orphan drug designation from the FDA for the treatment of pancreatic cancer in November 2021
Image adapted from J Mol Biol; 428 (16): 3266-3281; 2016
Treg = T regulatory cell; MDSC = myeloid derived suppressor cell; M1/M2 = tumor associated macrophage (TAM)1 (immunoactive) and 2 (immunosuppressed) cell; Th1 = T helper1 cell
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LYT-200: In Development for Metastatic Solid Tumors and Hematological Malignancies
Solid tumor dose escalation & dose expansion trial
Dose Finding (CRM)
(all comers), safety, tolerability, RP2D, PK/PD,
exploratory

Clinical investigators

PI - Zev Wainberg

Up to 26 patients
 Completed bi-monthly, monotherapy dose
escalation portion of Phase 1/2 trial (no dose
limiting toxicities)
 Completed evaluation of weekly dosing
 Combination trial with tislelizumab (anti-PD-1 mAb)
expected to begin in 1Q 2023

Neil Segal

Manji Gulam

Aparna Parikh

Siqing Fu

Richard Carvajal

Other sites: Mayo, START, Sarah Cannon

Results from clinical trial in acute myeloid leukemia (AML) expected in 2023
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Upcoming Value Drivers: Wholly Owned Programs
Multiple clinical milestones expected across Wholly Owned Programs

Therapeutic Candidate1
LYT-100

LYT-200

LYT-300
LYT-310

Deupirfenidone

Anti-Galectin-9 MAb

Oral Allopregnanolone
Oral Cannabidiol

Discovery programs
B Key anticipated milestones are bolded

Expected Milestones


Initiation of registration-enabling trial in IPF

1H 2022



Results from registration-enabling trial in IPF

YE 2023



Data from Phase 1 single agent cohorts in solid tumors

YE 2022



Initiation of clinical trial in acute myeloid leukemia

YE 2022



Data from clinical trial in acute myeloid leukemia

2023



Initiation of Phase 1 combination cohorts in solid tumors

1Q 2023



Results from the first objective of multi-part Phase 1 program

2Q 2022



Completion of the multi-part Phase 1 program

YE 2022



Initiation of Phase 1a/2b clinical trial

1H 2023



Initiation of clinical trials

4Q 2023



Additional preclinical validation of our key technology platforms

Indicates partially completed milestone

Indicates completed milestone

Wholly Owned Programs Consist of 6 Therapeutic Candidates1 in Addition to Technology Platforms
The FDA and corresponding regulatory authorities will ultimately review our clinical results and determine whether our wholly-owned therapeutic candidates are safe and effective. No regulatory agency has made any such determination that our whollyowned therapeutic candidates are safe or effective for use by the general public for any indication. On July 23, 2021, Imbrium Therapeutics exercised its option to license LYT-503/IMB-150 pursuant to which it is responsible for all future development
activities and funding for LYT-503/IMB-150.

1
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Next Phase of Evolution & Growth
TODAY

WHAT’S NEXT

 A clinical-stage biotherapeutics
company dedicated to changing
the treatment paradigm for
devastating diseases

 Strong track record,
balance sheet & access
to non-dilutive capital

 Commercial stage biotherapeutics company
making a difference in the lives of patients
with devastating diseases with potentially
transformative new medicines

4 Wholly-owned Clinical Programs

+ multiple preclinical programs & platforms for enhancing
efficacy, enabling oral administration & improving tolerability

$341.4M

PureTech Level Cash and Cash Equivalents as of June 30, 20221

8

Active Founded Entities in which PureTech has equity interests,
and in some cases is due royalties, milestone payments &
sublicense revenue
1

Potential NDA Filings & Launches from
Wholly Owned Pipeline

Most programs are anchored in
orphan conditions (with applicability
in additional indications) and/or qualify for
505(b)(2), potentially enabling accelerated
regulatory paths and efficient initial launches

PureTech Level Cash and Cash Equivalents is a Non-IFRS measure. Please refer to slides 82-83 of this presentation for further information.
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Nasdaq Global Market & LSE Main Market / FTSEindexed: PRTC
Market capitalization $894M (£742M) as of December
30, 2022; 1.2 USD:GBP
278,566,306 outstanding shares as of
December 30, 2022
$341.4M PureTech Level cash & cash equivalents as
of June 30, 20221

1

Headquartered in Seaport, Boston
Analyst Coverage

Board & Management

~39%

Piper Sandler & Co.

SVB Leerink LLC

Edward A. Tenthoff

Thomas J. Smith

Peel Hunt LLP

Jefferies International Limited

Miles Dixon

Peter Welford

Liberum

Edward Thomason

PureTech Level Cash and Cash Equivalents is a Non-IFRS measure. Please refer to slides 82-83 for further information.

Disclosed Shareholders
~10%

~51%

Other Shareholders

Disclosed Shareholders as of September 30,
2022 include Invesco Asset Management
Limited, Lansdowne Partners LLP, Baillie Gifford
& Co., M&G Investment Management, LTD.,
Miller Value Partners, Recordati S.p.A.
Pharmaceutical Company.
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Appendix A: Wholly Owned Pipeline
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PureTech: Moving Medicines Forward
Advance Wholly Owned Pipeline through development & commercialization, including pipeline expansion
OUR PROGRAMS2

Discovery

Preclinical

Phase 1

LYT-100
Deupirfenidone

Idiopathic pulmonary fibrosis (IPF)

LYT-100
Deupirfenidone

Progressive fibrosing interstitial lung diseases, other fibrotic conditions

LYT-200
Anti-Galectin-9 mAb
LYT-300
Oral Allopregnanolone
LYT-310
Oral Cannabidiol
LYT-510
Oral Immunosuppressant
LYT-503/IMB-150 (Imbrium collaboration)
Non-opioid

Phase 2

Phase 3
Drive therapeutic
candidates forward
through clinical
development &
potential
commercialization

Solid tumors and hematological malignancies
Depression, anxiety & related indications

Pipeline growth
& expansion

Epilepsies & other
neurological indications
IBD/Chronic pouchitis
Completed
In progress

IC/BPS

Partner/spin out
non-core applications

Derive value from equity growth of Founded Entities2
(NASDAQ: KRTX)

(NASDAQ: AKLI)

(NYSE: GLS)

(NASDAQ: VOR)

3.1% Equity
+ Royalties

14.7% Equity

23.3% Equity
+ Royalties

4.1% Equity

40.7% Equity

75.9% Equity
+ Royalties

36.6% Equity

73.8% Equity

References in this presentation to “Wholly Owned Programs” refer to the Company’s six therapeutic candidates (LYT-100, LYT-200, LYT-300, LYT-310, LYT-510, and LYT-503/IMB-150), lymphatic and inflammation platforms and potential future therapeutic
candidates and platforms that the Company may develop or obtain. References to “Wholly Owned Pipeline” refer to LYT-100, LYT-200, LYT-300, LYT-310, LYT-510, and LYT-503/IMB-150. On July 23, 2021, Imbrium Therapeutics exercised its option to license
LYT-503/IMB-150 pursuant to which it is responsible for all future development activities and funding for LYT-503/IMB-150; The FDA and corresponding regulatory authorities will ultimately review our clinical results and determine whether our wholly-owned
therapeutic candidates are safe and effective. No regulatory agency has made any such determination that our wholly-owned therapeutic candidates are safe or effective for use by the general public for any indication; 2 Relevant ownership interests for
Controlled Founded Entities and Sonde Health, Inc. were calculated on a partially diluted basis (as opposed to a voting basis) as of December 15, 2022, including outstanding shares, options and warrants, but excluding unallocated shares authorized to be
issued pursuant to equity incentive plans. Gelesis, Vor Bio, Akili and Karuna ownerships were calculated on a beneficial ownership basis in accordance with SEC rules as of November 11, 2022, December 7, 2022, November 7, 2022 and October 31, 2022,
respectively.
1
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LYT-100 Clinical Trials1

MAD
1.0

PK

1. Initial PK Studies

2. Head-to-Head Tolerability

3. High-dose Studies

Foundational PK data

Tolerability advantage vs.
pirfenidone

Explore feasibility of higher
exposures

Multiple-dose safety,
tolerability, and PK
Tolerable up to
1000mg BID, linear PK

Older
Adult

550 mg TID LYT-100 vs.
pirfenidone:
Comparable AUC,
reduced Cmax
Demonstrated
tolerability advantage
over pirfenidone

MAD
2.0

Safety and tolerability
> 1000 mg BID
Tolerable up to
2000mg BID with no
dose limiting toxicity

Determine dose with
same exposure as
pirfenidone
800 – 850 mg BID
matches pirfenidone
AUC

1 Additional trials clarify ideal AUC and Cmax
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LYT-100: Preclinical POC Demonstrates Anti-Inflammatory & Anti-Fibrotic Pharmacology
Preclinical plasma concentrations of TNFα with
LYT-100 versus control

In vitro reduction of TGF-β induced soluble
collagen production (mouse fibroblasts)

LYT-100
reduced
TGF-β
induced
fibrosis
36%
reduction

Source: Data on File
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LYT-100: Data to Date Demonstrate Tolerability Advantage Over Pirfenidone
LYT-100’s Differentiated PK Shown to Reduce Adverse Events While Preserving Exposure

Drug efficacy for chronic conditions driven by AUC;
Cmax associated with safety/tolerability

 Pirfenidone gastrointestinal (GI)
adverse events (AEs) drive
discontinuations and dose
reductions
 Pirfenidone GI AEs hypothesized to
be driven by Cmax of pirfenidone1
 Deuteration enables preserved
AUC and reduction in Cmax, which
enhances tolerability

1 Rubino et al., 2009
Figure: FDA Clinical Pharmacology Presentation, Gerlie Gieser, Ph.D. Office of Clinical Pharmacology, Div. IV
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LYT-100: Independent Research Shows Profile Attractive to Surveyed Pulmonologists1

Pulmonologists would prescribe LYT-100 to ~44% of their new IPF patients (even without enhanced efficacy compared to SOC)

[I WOULD PRESCRIBE LYT-100 BECAUSE…]

% IPF Patients

100%
80%

~39%
Esbriet®2
(pirfenidone)

60%
40%
20%

~15%
Esbriet®

~55%
OFEV®2

~37%
OFEV®
~6%

0%

Current Market
($3B+3)

“Same efficacy, but markedly less AEs
than one of my most frequently used
therapies”

~44%
(LYT-100)

~3%

Survey Results
(Safety/Tolerability
Benefit)

“It fills a need in IPF with a medication
with better tolerability”

Select quotes from survey

1 100

pulmonologists were surveyed, no pricing information/assumptions was shared. Research completed in April 2022 based on the latest target product profile and findings were consistent with our prior market research;
and OFEV® are trademarks of Genentech and Boehringer Ingelheim Pharmaceuticals, respectively, and are not owned by or affiliated with PureTech Health. LYT-100 is an investigational drug not approved by any
regulatory authority; 3Based on 2021 ESBRIET® and OFEV® total WW sales; Ofev sales are inclusive of SSc-ILD, PF-ILD and IPF indications.

2Esbriet®
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Design & Tolerability Findings of Pirfenidone Studies
Pirfenidone discontinuations often related to
gastrointestinal (GI) adverse events (AEs)1

Design

Most common
AEs

Pirfenidone GI AEs:
 Require titration in IPF and other studies
 More common in women2

Pirfenidone Food
Effect/Antacid Study2

Pirfenidone Food Effect and
Bioequivalence Study3

Pirfenidone
Phase 3 Studies1

801mg single-dose in healthy older
adults, 44% women

801mg single-dose in healthy adults,
36% women

2403mg per day, IPF patients
26% women

Most common
AEs

Pirfenidone
N=16

Most common
AEs

Pirfenidone
N=44

Most common
GI AEs^

Pirfenidone
N=623

Placebo
N=624

Nausea

43.8%

Nausea

29.5%

Dizziness

37.5%

Dizziness

18.2%

Headache

9.1%

Constipation

9.1%

Vomiting

4.5%

Dyspepsia

4.5%

Nausea
Rash
Ab. pain
Diarrhea
Headache
Dyspepsia
Dizziness
Vomiting
Anorexia

36%
30%
24%
26%
22%
19%
18%
13%
13%

16%
10%
15%
20%
19%
7%
11%
6%
5%

AEs more frequent in the fasted state
AE rate higher in women

AEs more frequent in the fasted state

^Other most common AEs observed in the Phase 3 studies (pirfenidone vs. placebo) include upper resp. infect (27% vs. 25%), fatigue (26% vs. 19%), GERD (11% vs. 7%), sinusitis (11%
vs. 10%), insomnia (10% vs. 7%), weight decrease (10% vs. 5%), arthalgia (10% vs. 7%)

InterMune, Inc., Esbriet (pirfenidone) [package insert]. U.S. Food and Drug Administration website; 2 Rubino, C. M., et al. Pulmonary pharmacology & therapeutics 22.4 (2009): 279-285
https://doi.org/10.1016/j.pupt.2009.03.003; 3 Pan, Lin, et al. Advances in therapy 34.9 (2017): 2071-2082.https://doi.org/10.1007/s12325-017-0594-8.

1
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Registration Enabling Program in IPF Guided by Leading Experts
PureTech’s Clinical Advisory Board for IPF & Related Lung Disorders

Bill Bradford,
MD, PhD

Former SVP InterMune; developed pirfenidone for
the treatment of IPF

Toby Maher,
MD, PhD

Professor & Director of ILD at Keck School of
Medicine, USC; PhII trial of pirfenidone in uILDs
(Lancet RM)

Vincent Cottin,
MD

Professor at Université Claude Bernard Lyon; Coordinator of
Center for Rare Pulmonary Diseases at Louis Pradel
Hospital; Section Editor of the European Respiratory Journal

Paul Noble,
MD

Chair, Department of Medicine, Cedars-Sinai;
results of two late-stage studies evaluating the
effect of pirfenidone in patients w/ IPF (Lancet)

Kevin Flaherty,
MD

Professor at University of Michigan; PhIII trial of
nintedanib in pfILD (NEJM)

Marlies
Wijsenbeek,
MD, PhD

Chair of Erasmus Medical Center ILD program;
PI on study to identify disease progression in
patients with newly diagnosed pfILDs
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Enduring High Unmet Need in Interstitial Lung Diseases Including IPF
Progressive fibrosing ILDs (PF-ILDs) are estimated to affect >850K patients in the 16 major markets1
Non-IPF PF-ILDs (>400K)

IPF (>450K)

PF-CTD-ILDs

PF-sarcoidosis

PF-uILD

PF-chronic fibrotic HP

PF-iNSIP

Other

Major potential to improve care in IPF & address other interstitial lung diseases
1 GlobalData Idiopathic Pulmonary Fibrosis: Opportunity Analysis and Forecasts to 2029; Wong, A., et al. Respiratory Research (2020) 21:32; Sauleda, J., et al. Medical Sciences (2018) 6:110; 16 major markets: US, EU5 (Germany,
Spain, Italy, France, UK), Australia, Brazil, Canada, China, India, Japan, Mexico, Russia, South Africa, South Korea; CTD: Connective Tissue Disease; iNSIP: Idiopathic Non-specific Interstitial Pneumonia; HP: Hypersensitivity
Pneumonitis.
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LYT-200: Multiple Lines of Preclinical Data Supporting Therapeutic Potential
Single agent activity in B16F10
melanoma model

4000

 Robust activity in preclinical studies:

Tumour volume / mm3

*

– Single agent causes tumor
reduction in pancreatic models
where anti-PD-1s don’t work

**

2000

– ~50% tumor reduction with LYT200 vs. ~22% tumor reduction with
anti-PD-1 in melanoma model

1000

0

LYT-200 drug properties make it
an excellent clinical clone:
 High affinity & specificity for galectin-9

Control Untreated
a-Gal9 IgG1 200µg
a-mPD-1
a-Gal9
lgG1
200μg+a-mPD-1
a-Gal9 IgG1
200µg
+ a-mPD-1

3000

T cell activation with LYT-200 in
patient-derived organoid1 model

G1
Control

G5
mIgG1 LYT-200

G9
anti-PD-1

GRP No

mIgG1G7LYT-200
+ anti-PD-1

n = 8 / arm; *p < 0.001; **p < 0.05; NS = not significant

1

– Increase in intra-tumoral CD8 T
cells in combination with anti-PD-1
– Activation of intra-tumoral
immunity in patient-derived tumor
models

For patient-derived organoids, n = 20 tumor samples; Success defined as: >20% upregulation of at least two out of three T cell activation markers; Success achieved in 60% of tumors with majority showing >2 fold activation.
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LYT-200 Administration Induces Apoptosis of Leukemia Cells & Extends Survival of Leukemia
Cell Engrafted Animals
T-ALL, B-ALL & DLBCL Model

AML Model1

LYT-200 cause apoptosis of B-ALL, T-ALL and DLBCL cells

100

100

80
60

Control IgG mAb
LYT-200
Anti-TIM-2 mAb

40
20
0

@10ng/mL

@100ng/mL

@1ug/mL

% Apoptotic and Dead Cells

% Apoptotic and Dead Cells

LYT-200 cause apoptosis of AML cells and is superior to
anti-TIM-3 mAb

80

****

****

****

****
****

****

60

LYT-200

40

Control IgG

20
0

REM

SEM

RCH-ACV

HBL-1

B-ALL Cells

**** vs. Ctrl lg & *vs Cytarabine

100

****

****

****

OCHLY10 OCHLY19

Jurkat

Peer

Loucy

T-ALL Cells

DLBCL Cells

100

Control IgG

75

Cytarabine

50

**vs. Ctrl lg

LYT-200
Cytarabine + LYT-200

25
0

Control IgG

0

10

20

30

40

Days Post-Transplation

50

60

PDX
Experiment
for T-ALL2

% Survival

OCI-AML5
Xenograft
Experiment

% Survival

MTX
***vs. Ctrl lg

75

LYT-200
MTX + LYT-200

50
25
0

0

20

40

60

80

Days Post-Transplation

Statistical Significance (Log-rank [Mantel-Cox] test): Ctrl Ig vs. Cytarabine: **p=0.0090; Ctrl Ig vs. LYT-200: ****p<0.000; Ctrl Ig vs. Cytarabine + LYT-200: ****p<0.0001; Cytarabine vs. LYT-200 + Cytarabine: *p=0.0134; 2 Ctrl lg
vs. MTX= 0.062 (ns); Ctrl lg vs. LYT-200= 0.021 (*); Ctrl lg vs. LYT-200 + MTX= 0.0006 (***); MTX vs. LYT-200= 0.01 (**); MTX vs. LYT-200 + MTX= 0.0009 (***); LYT-200+LYT-200 + MTX= 0.008 (**).

1
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LYT-300 Development Plan Overview
LYT-300 Clinical Program
Multi-part Phase 1 program in healthy volunteers completed in 2022
LYT-300 for the potential treatment of neurological and neuropsychological conditions, including depression, anxiety, sleep
disorders, fragile X tremor-associated syndrome, essential tremor and epileptic disorders, among others
The Phase 1 trial (N=~90) of LYT-300 involved multiple parts, including:
•

Evaluation of a single ascending dose of LYT-300 in healthy volunteers

•

Evaluation of multiple ascending doses and the effect of food on oral absorption of LYT-300 in healthy volunteers

•

Safety, tolerability and pharmacokinetics (PK)

Given the GABAA receptor modulating activity of allopregnanolone, the trial explored the impact of LYT-300 on β-EEG*, a marker of
GABAA target engagement.
*β-EEG

(electroencephalogram β-frequency) power at 13-30 Hz frequency range, is a real-time, quantitative measurement of electrical activity in the brain which
changes in response to GABAA receptor activation1

Exploring for a range of neurological and neuropsychological conditions
1

Visser et al., 2003 J Pharmacol Exp Ther.;304(1):88-101. doi: 10.1124/jpet.102.042341
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LYT-510: Oral Immunosuppressant for IBD & Chronic Pouchitis
Conventional Treatment

Alivio Treatment
Drug-loaded AP microparticles achieve local diseasespecific treatment with minimal systemic activity

Conventional drug formulations lead to high drug
exposure in non-target tissues & throughout the body
Intestinal Lumen

Healthy Intestinal Tissue

drug

Inflamed Intestinal Tissue

Current Oral Tacrolimus Products
 FDA approved for an array of indications
 Clinically validated for the treatment for IBD & chronic pouchitis
showing strong efficacy, BUT not approved for these indications
✘ A very narrow therapeutic window of activity, resulting in the
potential for systemic toxicity and opportunistic infections

Intestinal Lumen

Healthy Intestinal Tissue

Inflamed Intestinal Tissue

LYT-510
 An oral inflammation-targeting formulation of tacrolimus designed for
local administration
 Shown to be efficacious in multiple IBD animal models
 Demonstrated significantly lower systemic blood levels in preclinical
models compared to current tacrolimus products reducing the
potential for systemic complications while achieving localized immune
modulation
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Proprietary Technology Platforms

Designed to harness the lymphatic system & administer therapeutics to immune, lymphatic and inflamed tissue

Technology Platform

Application/Focus

Glyph™

 Employs the body’s natural lipid absorption & transport process
to orally administer drugs via the lymphatic system by bypassing
first-pass metabolism

Orasome™ & other
Technologies Platform

 Enables oral administration of macromolecule therapeutic
payloads, such as mRNA and other expression systems, to
potentially allow the body to produce its own therapeutic
proteins that are otherwise administered exclusively by injection

Alivio™

 Facilitates selective restoration of immune homeostasis at
inflamed sites in the body, while having the potential for
minimal impact on the rest of the body’s immune system, to
treat a range of chronic and acute inflammatory disorders
40

Glyph™ Technology Platform:
Designed to Utilize Natural Lipid Transport System to Enable Lymphatic Targeting
Lipid prodrugs provide multiple opportunities to enhance
small molecule drugs
Thoracic duct
A

A

Transport to
mesenteric lymph
nodes

Heart

B

Prodrug

Liver
B

Enable oral route via
first-pass bypass
Gut

Trevaskis, N. L., et al. Nat. Rev. Drug Discov. 14, 781–803 (2015).
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Glyph™ Technology Platform:
Exploring Therapeutic Approaches Enabled by Trafficking via the Lymphatic System
Lipid prodrugs provide multiple opportunities to enhance small
molecule drug distribution
Thoracic duct
A
A

Heart

B

Prodrug

Liver
B

Gut

Legend:

Transport to
mesenteric lymph
nodes

Enable oral route
via first-pass
bypass

Immuno-oncology

Immunomodulation1
Metabolic/GI-Lymphatic2

Neurosteroids
Allopregnanolone (LYT-300)
Oncology
Antivirals/Antifungals

Category
Example

1 Kochappan, Ruby, et al. “Targeted Delivery of Mycophenolic Acid to the Mesenteric Lymph Node Using a Triglyceride Mimetic Prodrug Approach Enhances Gut-Specific Immunomodulation in Mice.” Journal of Controlled
Release, Elsevier, 17 Feb. 2021, www.sciencedirect.com/science/article/pii/S0168365921000717?via%3Dihub; 2 Cao, Enyuan, et al. “Mesenteric Lymphatic Dysfunction Promotes Insulin Resistance and Represents a Potential
Treatment Target in Obesity.” Nature News, Nature Publishing Group, 20 Sept. 2021, www.nature.com/articles/s42255-021-00457-w.
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Glyph™ Technology Enables Oral Administration of Natural Neurosteroids
Harnesses natural mechanisms (validated efficacy)
Naturally-occurring
neurosteroids

Untapped opportunities due to
clinical translation hurdles

a)

Not orally bioavailable

b)

Properties not druglike

c)

Unlocking therapeutic
potential/value

Potentially applicable to a
range of CNS conditions

Thoracic duct

Heart

Prodrug

Liver

No composition-ofmatter IP
Gut

Chemical modifications may alter
target engagement
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Orasome™ and Other Technologies Platform: Programmable & Scalable Approach for Oral
Administration of Nucleic Acids & Other Biologics
Intestinal
Lumen

1 Orasomes
with
expression
cargo

2 Orasomes transiting
through GI tract

3 Surface programmed

Targeted Intestinal
Cell type

to bind to intestinal
mucosa

5

Basolaterally secreted
proteins transported
via lymphatics

4 Vector translated
Fused Liposome-WPV

Intestinal
Submucosa
6

Circulating
proteins
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PureTech is Well-Positioned to Unleash the Potential of Oral Biotherapeutics

Limitations of protein-based therapeutics

Potential advantages of Orasome™
and other technology platform:

Intravenous or subcutaneous administration
– infusion reactions, barrier for repeat dosing
Lengthy scale-up timeline

+

Orally administered (flexible repeat dosing)

Limitations of mRNA-based therapeutics & vaccines

+

Body manufactures the therapeutic proteins

+

Very low immune & cell toxicity
(protein synthesis in GI tract)

+

Low dose requirement for protein production

–
–

–

–
–

Intravenous, intramuscular or subcutaneous administration
– infusion reactions, co-medications needed for dosing,
very limited repeat dose options
Formulation-based immune & cellular toxicities (protein
synthesis by liver hepatocytes)
High dose requirement for protein production
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Alivio™: An Inflammation-Targeting Immunomodulation Platform
Conventional Treatment

Alivio Treatment

Systemic drug exposure and side effects

Local disease-specific treatment with minimal
systemic activity

Intestinal Lumen

Intestinal Lumen
drug

Healthy
Intestinal Tissue

Inflamed
Intestinal Tissue

Healthy
Intestinal Tissue

Conventional drug formulations lead to high
drug exposure in non-target tissues and
ultimately throughout the body

Inflamed
Intestinal Tissue

Drug-loaded AP microparticles increase drug
exposure to diseased tissue while minimizing
exposure to non-target tissues and throughout
the body

Evaluating the potential application of the Alivio™ technology platform in additional indications
through our anti-inflammatory programs
AP = Ascorbyl Palmitate
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Appendix B: Founded Entities
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Karuna (PRTC Ownership: 3.1% Plus Royalties1)
Selectively activating muscarinic acetylcholine receptors in the brain
Innovation

Validation

~2.7M

living with schizophrenia
in the US

Built top team of CNS experts led by former
Lilly executive Steven Paul, MD

~3.2M

with Alzheimer’s disease
psychosis in the US



Completed tolerability POC



Planned Phase 2 POC study

Current antipsychotics have significant side
effects and poor adherence
Advised by world’s leading schizophrenia
& dementia-related psychosis experts:


Exclusively in-licensed
xanomeline from Eli Lilly

Value Realization
Positive Phase 3 EMERGENT-2 data
 Phase 3 EMERGENT-2 study in adults with schizophrenia met the
primary endpoint with a clinically meaningful (9.6-point)
reduction in the PANSS total score compared to placebo
(p<0.0001)
 Positive topline results from the Phase 3 trials in the EMERGENT
clinical program for psychosis in adults with schizophrenia
 NDA submission expected in mid-2023
Potential to target additional indications, including dementiarelated psychosis (DRP), with an initial focus on psychosis in
Alzheimer’s disease, the most common subtype of DRP

47.1X
ROI2

Muscarinic
agonist
Muscarinic
antagonist



Xanomeline
CNS active agonist
Trospium chloride Peripheral
antagonist blocks side
effects of agonist

Invented and filed patents to
cover the agonist/antagonist
concept

$18.5M total PRTC spend2
$888.3M value created2
$681.1M of which is cash generated from equity sales2,3

Upcoming Milestones4







Submission of NDA with the U.S. FDA expected in mid-2023
Topline data from the Phase 3 EMERGENT-3 trial expected in 1Q 2023
Initiation of Phase 3b PENNANT trial planned in 4Q 2022
Initiation of Phase 3 ADEPT-2 & ADEPT-3 trials planned in 2023
Topline data from the Phase 3 ARISE trial expected in 1H 2024
Topline data from the Phase 3 ADEPT-1 & ADEPT-2 trials expected in
2025

As of October 31, 2022, PureTech’s percentage ownership of Karuna was approximately 3.1 percent on an outstanding share basis. This ownership is post the upsized underwritten public offering which closed on August 12, 2022. PureTech is eligible to receive royalty payments as a percentage of net
sales from Karuna of any commercialized product covered by the granted license, as well as rights to certain sublicense income, pursuant to a license agreement between PureTech and Karuna; 2 Return on Investment (ROI) and value creation calculations were assessed based on PureTech’s percentage
ownership of Karuna outstanding shares as of market close December 30, 2022. ROI and its components are non-IFRS financial measures. We report certain financial information using non-IFRS financial measures, as we believe these measures provide information that is useful to management and
investors to assess financial performance. These non-IFRS financial measures do not have any standardized meaning and may not be comparable with similar measures used by other companies. For certain non-IFRS financial measures, there are no directly comparable amounts under IFRS. These non-IFRS
financial measures should not be viewed as alternatives to measures of financial performance determined in accordance with IFRS. For a reconciliation of ROI and its components to IFRS financial measures (where applicable) please refer to appendix slide 82-84; 3 $200.9 million in proceeds from the
January 22, 2020 sale of 2.1 million common shares, $45.0 million in proceeds from the May 26, 2020 sale of 0.6 million common shares, $101.6 million in proceeds from the August 26, 2020 sale of 1.3 million common shares, $118 million in proceeds from the February 9, 2021 sale of 1 million common
shares, ~$100 million from the November 9, 2021 sale of 0.75 million common shares, ~$115.4 million from the August 8, 2022 sale of up to 0.60 million common shares; 4 Sourced from the company’s latest corporate presentation as of June 2022.
1
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Karuna: Selectively Activating Muscarinic Acetylcholine Receptors in the Brain
PRTC Ownership: 3.1%1

KarXT

 Designed to preferentially stimulate M1/M4 muscarinic receptors in the brain
without stimulating muscarinic receptors in peripheral tissues to achieve
meaningful therapeutic benefit in patients with psychotic & cognitive disorders

Muscarinic
agonist

Xanomeline
CNS active agonist

Muscarinic
antagonist

Trospium chloride
Peripheral antagonist
blocks side effects of
agonist

Current antipsychotics in use all rely on the same
fundamental mechanism of action
At least half of patients fail to adequately respond to current
antipsychotics, with others discontinuing medication due to
severe side effects, including sedation, extrapyramidal side
effects & significant weight gain

Key Highlights
 A Phase 3 study of KarXT in adults with schizophrenia met the primary
endpoint with a statistically significant (P<0.0001) & clinically meaningful
(9.6-point) reduction in the PANSS total score compared to placebo
 KarXT was well-tolerated in the Phase 3 trial, with similar discontinuation
rates between KarXT & placebo
 Xanomeline, exclusively licensed from Eli Lilly, previously demonstrated dosedependent decreases in multiple psychotic symptoms & related behaviors in
schizophrenia & Alzheimer’s disease as compared to placebo
 Potential to target additional indications, including dementia-related
psychosis (DRP), with an initial focus on psychosis in Alzheimer’s disease, the
most common subtype of DRP

Positive topline data from the Phase 3 EMERGENT-2 trial reported; NDA submission with the U.S. FDA in mid-2023
As of October 31, 2022, PureTech’s percentage ownership of Karuna was approximately 3.1 percent on a beneficial ownership basis. This ownership is post the upsized underwritten public offering which closed on August 12, 2022. PureTech is eligible to receive royalty payments as a percentage of net
sales from Karuna of any commercialized product covered by the granted license, as well as rights to certain sublicense income, pursuant to a license agreement between PureTech and Karuna.

1
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KarXT Phase 3 Primary Endpoint: PANSS Total Score at Week 5, & Topline Results
 Clinically meaningful & statistically
significant improvement in total PANSS vs.
placebo, with 9.6-point improvement at
Week 5 with p<0.0001 (-21.2 KarXT vs. -11.6
placebo)
 Statistically significant reduction in the
secondary endpoints of PANSS-positive &
PANSS-negative subscales at all assessed
timepoints
 The overall discontinuation rate & the
discontinuation rate due to treatment
emergent adverse events on KarXT was
similar to placebo
 KarXT was not associated with common
problematic side effects of current
therapies – such as somnolence, weight
gain or extrapyramidal motor symptoms
 The most common (>5%) TEAEs in the
KarXT group were mild to moderate in
severity, with a majority cholinergic in nature

Source: Karuna Phase 3 results from company presentation
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KarXT EMERGENT-2 Phase 3 Results: Summary of Safety & Tolerability
Well-tolerated with a discontinuation rate equivalent to placebo

KarXT was generally well tolerated, with a side effect profile substantially consistent with prior trials
• Overall completion rate similar between KarXT & placebo (25% vs. 21%)
• Incidence rates of TEAEs were 75% (KarXT) and 58% (placebo)
• Discontinuation rates related to TEAEs were similar between the two groups (7% KarXT and 6% placebo)
• Four serious TEAEs (2% per treatment group) – none of which were determined to be drug related
•

KarXT (suicidal ideation, n=2) and placebo (worsening of schizophrenia symptoms, n=1; appendicitis, n=1)

KarXT was not associated with common problematic side effects of current therapies – such as somnolence, weight gain or
extrapyramidal motor symptoms
The most common (>5%) TEAEs in the KarXT group were mild to moderate in severity, with a majority cholinergic in nature
• TEAEs (>5%) included constipation, dyspepsia, nausea, vomiting, headache, increases in blood pressure, dizziness, acid reflux, abdominal
discomfort, and diarrhea
• Rates of headache, abdominal discomfort, and diarrhea were comparable to placebo
• Mean blood pressure measures for KarXT were similar to placebo at each time point throughout the trial, consistent with prior trials
• In the subset of patients with a recorded TEAE of increased blood pressure, mean blood pressure at endpoint was similar to baseline
and did not lead to trial discontinuation
▪ Consistent with prior trials, increase in heart rate was associated with KarXT treatment and decreased in magnitude by the end of the trial
▪ No syncope observed

Source: Karuna Phase 3 results from company presentation
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KarXT EMERGENT-1 Results: Summary of Safety & Tolerability
Well-tolerated with a discontinuation rate equivalent to placebo
Overall completion rate similar between KarXT & placebo
(80%)
• The number of discontinuations due to TEAEs was equal
in each treatment group (KarXT n=2; placebo n=2)
• All TEAEs were mild or moderate, with the exception of
one serious AE: one patient on KarXT discontinued
treatment, subsequently sought hospital care for
worsening psychosis
• Most common AEs (>5%) were all mild or moderate in
severity & did not lead to any discontinuations
• BP & QTc similar to placebo; 5.5 bpm peak mean
placebo-adjusted resting HR increase with downward
trend after day 8; no syncope
Dose escalation on KarXT was high & similar to placebo
• Dose escalation based on tolerability
• 91% of KarXT subjects escalated to 125/30 KarXT (vs.
97% on placebo)
• 4% percent de-escalated back to 100/20 KarXT dose (vs.
1% on placebo)
Safety population received ≥1dose study medication

Source: Karuna November 2020 Presentation
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KarXT EMERGENT-1 Results: Tolerability Comparison to Historical Xanomeline Trials
Clinically significant improvement observed in the most common xanomeline AEs

Sources: Bodick et al. 1997; Shekhar et al. 2008; Abbreviations: AD = Alzheimer’s disease; SZ: schizophrenia

Source: Karuna November 2020 Presentation
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KarXT EMERGENT-1 Results: KarXT Was Not Associated With the Most Common
Problematic Adverse Events of Current Antipsychotic Medications
KarXT was not associated with any weightrelated changes
•

KarXT similar to placebo in mean change in
weight, mean change in BMI, % patients with
>%7 weight change, & reported AEs of weight
increased

KarXT was not associated with
somnolence or sedation
•

Rates of somnolence & sedation similar to
placebo

KarXT was not associated with EPS
•
•

Mean changes similar for KarXT & placebo on the
Barnes akathisia scale & Simpson-Angus scale
3 patients who reported Akathisia in the KarXT
arm all resolved spontaneously without changes
in study drug & all patients scored a 0 at all time
points on the Barnes akathisia scale

All analysis on safety population; received ≥1dose study medication
Source: Karuna November 2020 Presentation
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Karuna Pipeline & Upcoming Milestones
Product Candidate1

Indication

Schizophrenia
Psychosis

KarXT

Schizophrenia
Psychosis in adults with an inadequate
response to standard of care2

Discovery/
Preclinical

Phase 1

Phase 2

Phase 3

Status/
Upcoming Milestone
EMERGENT-2 Phase 3
COMPLETE EMERGENT-3
Phase 3 topline data
readout 1Q 2023
ARISE Phase 3 topline
data readout 1H 2024

Schizophrenia
Negative & cognitive symptoms

PENNANT Phase 3b
initiation planned
4Q 2022

Alzheimer’s disease psychosis

ADEPT-2&3 Phase 3
initiation planned 2023
ADEPT-1&2 Phase 3
topline data readout
2025

KAR-201

Undisclosed
Muscarinic-targeted drug candidate

KAR-301

Undisclosed
Muscarinic-targeted drug candidate

KAR-401

Undisclosed
Muscarinic-targeted drug candidate

KAR-501

Undisclosed
Target-agnostic drug candidate3

Therapeutic candidates are investigational and have not been cleared by the FDA for use in the United States; 2 Trial to evaluate KarXT when added to standard of care; 3 In collaboration with PsychoGenics; Note – pipeline supplied by Karuna Therapeutics. Shading of bars does
not conform to key used for other Founded Entity pipelines within this document.

1
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Akili (PRTC Ownership: 14.7%1)

First game-based digital therapeutic cleared by the FDA for ADHD
Innovation

~6.4M

pediatric ADHD patients in
the US

Treatment of many neuropsychiatric disorders
is only partially served, or not served at all, by
current medications or in-person behavioral
therapy

Validation
Helped build top development & commercial
team & raise funds


Planned & completed initial pilot & POC
studies

Value Realization
FDA Clearance & European CE Mark
 FDA cleared & granted European marketing authorization for
pediatric patients age 8-12 years old with primarily inattentive
or combined-type ADHD


EndeavorRx®2 (AKL-T01) showed statistically significant
improvement compared to active control (p=0.006) on
T.O.V.A.® in pivotal study; recently showed statistically
significant improvement in ADHD when used with & without
stimulants



Achieved primary endpoint, improving cognitive impairments in
MDD



Development & commercialization partnership with Shionogi in
Japan & Taiwan ($20M up front; milestones up to $105M plus
royalties)

Engaged with leading experts who had been
studying the effects of video games on
cognition
 In-licensed from
University of California,
San Francisco the
intellectual property
invented by Adam
Gazzaley, MD, PhD
 Oversaw initial product
development & design

Upcoming Milestones
 Data from COVID fog pilot studies expected in 1H 2023
 Data from the pivotal trial in adult ADHD patients expected in 2H
2023

As of November 7, 2022, PureTech’s percentage ownership of Akili was approximately 14.7 percent; 2 EndeavorRx® is a digital therapeutic indicated to improve attention function as measured by computer-based testing in children ages 8-12 years old with primarily inattentive or combined-type ADHD,
who have a demonstrated attention issue. Patients who engage with EndeavorRx demonstrate improvements in a digitally assessed measure, Test of Variables of Attention (TOVA®) of sustained and selective attention and may not display benefits in typical behavioral symptoms, such as hyperactivity.
EndeavorRx should be considered for use as part of a therapeutic program that may include clinician-directed therapy, medication, and/or educational programs, which further address symptoms of the disorder. There were no serious adverse events; 9.3% of subjects experienced side effects, including
frustration, headache, dizziness, emotional reaction, nausea or aggression. EndeavorRx is only available to your patients through a prescription and is not intended as a stand-alone therapeutic or a substitute for your patient’s medication.
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Akili: First Game-Based Digital Therapeutic Cleared by the FDA for ADHD
PRTC Ownership: 14.7%1

EndeavorRx®2 (AKL-T01)
 Digital therapeutic designed to directly activate the networks in the brain responsible
for cognitive functions
 Delivered through captivating action video game experiences

Key Highlights
 First game-based digital therapeutic cleared by the FDA for ADHD or any type of condition;
Providing a non-drug approach to target cognitive challenges
 Granted CE Mark to market EndeavorRx in European Economic Area member countries

~6.4M

 Novel mode of activating neural systems in the brain

Pediatric ADHD patients in the US

The treatment of cognitive
dysfunction associated with
neuropsychiatric disorders is only
partially served, or not served at all,
by currently available medications or
by in-person behavioral therapy

 EndeavorRx (AKL-T01) demonstrated statistically significant improvement in all predetermined
endpoints of the STARS Adjunct study evaluating the impact of EndeavorRx on symptoms and
functional impairments in children with ADHD & full data was published in Nature Digital Medicine
 Commercial & development partnership with Shionogi in Japan & Taiwan
 Potential to target cognitive impairments in other indications: ASD, MS, MDD, PTSD, COVID fog,
traumatic brain injury, or TBI, and AD, among others.
 Collaborations with Weill Cornell Medicine, New York-Presbyterian Hospital & Vanderbilt University
Medical Center to evaluate AKL-T01 for patients with cognitive dysfunction following COVID-19 (COVID
fog).

FDA cleared & granted European marketing authorization for pediatric patients age 8-12 years old with primarily inattentive or
combined-type ADHD who have a demonstrated attention issue
As of November 7, 2022, PureTech’s percentage ownership of Akili was approximately 14.7 percent; 2 EndeavorRx® is a digital therapeutic indicated to improve attention function as measured by computer-based testing in children ages 8-12 years old with primarily inattentive or combined-type ADHD,
who have a demonstrated attention issue. Patients who engage with EndeavorRx demonstrate improvements in a digitally assessed measure, Test of Variables of Attention (TOVA®) of sustained and selective attention and may not display benefits in typical behavioral symptoms, such as hyperactivity.
EndeavorRx should be considered for use as part of a therapeutic program that may include clinician-directed therapy, medication, and/or educational programs, which further address symptoms of the disorder. There were no serious adverse events; 9.3% of subjects experienced side effects, including
frustration, headache, dizziness, emotional reaction, nausea or aggression. EndeavorRx is only available to your patients through a prescription and is not intended as a stand-alone therapeutic or a substitute for your patient’s medication.
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Achieved Primary Endpoint in Pivotal Study for Pediatric ADHD
Tests of Variables of Attention (T.O.V.A.), FDA-cleared ADHD treatment monitor

 Achieved primary endpoint in randomized,
controlled pivotal study for AKL-T01 in pediatric
ADHD in Q4 2017
 AKL-T01 showed statistically significant change in
the Attention Performance Index on T.O.V.A.®, an
FDA-cleared objective measure of sustained
attention & inhibitory control, compared to active
control (p=0.006)
 Improvements in behavioral symptoms & functional
impairments, though not separated from control
 No serious adverse events or discontinuations

The Lancet Digital Health, 20201

SE: Standard Error
1 Kollins, et. al., The Lancet Digital Health. 2020 Apr. 2: e168–78
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Akili Pipeline
Products & Product
Candidates

SSME

AKL-T01

Pediatric ADHD 8-12 y/o (U.S.)

AKL-T01

Pediatric ADHD (EU)

SDT-0013

Pediatric ADHD 6-7 y/o (Japan)

AKL-T01

Pediatric ADHD 13-17 y/o (U.S.)

AKL-T01

Pediatric ADHD 18+ y/o (U.S.)

TALi

SSME

Research

Commercial Path1

POC

Pivotal

Commercial
2

Early childhood ADHD 3-8 y/o (U.S.)
AKL-T02

Attention in autism spectrum disorder (ASD) (U.S.)

AKL-T01, AKL-T-03

Cognitive dysfunction in multiple sclerosis (MS)
(U.S.)

AKL-T01, AKL-T-03

Cognitive dysfunction in depression
(MDD) (U.S.)

AKL-T01

Acute cognitive dysfunction
(COVID, Post-ICU, CRCI) (U.S.)

AKL-M014

Cognitive monitoring:
screening and assessments

Phase completed
Research: Early scientific and clinical research for the technology
Commercial: Product available for commercialization

POC: Proof of Concept
Pivotal: Pivotal study

1 These therapeutic candidates are regulated as devices and their development has been approximately equated to phases of clinical development. With the exception of EndeavorRx, candidates are investigational and have not been cleared by the FDA for use in the United States; 2 EndeavorRx is a digital
therapeutic indicated to improve attention function as measured by computer-based testing in children ages 8-12 years old with primarily inattentive or combined-type ADHD, who have a demonstrated attention issue. Patients who engage with EndeavorRx demonstrate improvements in a digitally
assessed measure, Test of Variables of Attention (TOVA®) of sustained and selective attention and may not display benefits in typical behavioral symptoms, such as hyperactivity. EndeavorRx should be considered for use as part of a therapeutic program that may include clinician-directed therapy,
medication, and/or educational programs, which further address symptoms of the disorder. There were no serious adverse events; 9.3% of subjects experienced side effects, including frustration, headache, dizziness, emotional reaction, nausea or aggression. EndeavorRx is only available to your patients
through a prescription and is not intended as a stand-alone therapeutic or a substitute for your patient’s medication; 3 Shionogi is responsible for the clinical development and commercialization of SDT-001 (a version of AKL-T01 localized for Japanese language and culture), as well as any future
development and commercialization of AKL-T02, another version of the Company’s SSME engine that has been used for the ASD program, each in Japan and Taiwan; 4 AKL-M01 is designed to use SSME algorithm to monitor and assess certain aspects of cognition, as opposed to providing cognitive therapy.
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Gelesis (PRTC Ownership: 23.3% Plus Royalties1)

FDA cleared for the broadest patient population of any weight management product
Innovation

~150M

individuals in the US with
overweight & obesity within
Plenity’s label

Existing prescribed therapeutics for
obesity have potential for serious safety
concerns
Advised by world’s leading experts:




Identified & in-licensed the core IP
from collaborator & biomaterials
leader Alessandro Sannino, PhD

Co-invented additional key IP around
a novel class of biocompatible,
superabsorbent hydrogels

Validation
Proprietary approach to potentially alter the
course of chronic diseases


Planned & completed POC studies



Planned Phase 2 study

Value Realization
FDA Clearance & European CE Mark
 FDA cleared Plenity®2 for the broadest patient population of any
weight management product (BMI 25-40 kg/m2)


Successful Phase 3 pivotal trial (59% lost average of 10% of their
weight (22 pounds) over 6 months)



Broadly available via primary care & telehealth (Ro collaboration)



Partnership for commercialization in China ($35M up front; future
milestones up to $388M plus royalties)

Advancing therapeutic candidates to target chronic diseases such as
NASH/NAFLD, weight management in T2D/prediabetes, functional
constipation


Plenity® now broadly available across the U.S. to adults who meet
the prescription criteria



Completion of business combination with Capstar & became Gelesis
Holdings, Inc. Trading on NYSE under the ticker symbol “GLS”



“Who Said?” marketing campaign generated 3-fold increase in web
traffic & 3.5-fold increase in the number of individuals seeking a
new prescription compared to previous months when supply was
limited

As of November 11, 2022, PureTech’s beneficial ownership of Gelesis was approximately 23.3 percent. PureTech is eligible to receive additional earnout shares in accordance with the terms of the business combination agreement. PureTech is also eligible to receive certain payments from Gelesis under
its license agreement, including sublicense payments and royalties on sales of certain products, including Plenity; 2 Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity. To
avoid impact on the absorption of medications: For all medications that should be taken with food, take them after starting a meal. For all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall
incidence of side effects with Plenity was no different than placebo. The most common side effects were diarrhea, distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe
diarrhea, stop using Plenity until you can speak to your doctor. Rx Only. For the safe and proper use of Plenity or more information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY.
1
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Gelesis: FDA-Cleared for the Broadest Patient Population of Any Weight Management Aid
PRTC Ownership: 23.3%1

~150M

Individuals in the US with overweight &
obesity within Plenity’s label

Plenity®2, Plenity® for adolescents,
GS200, GS300, GS500
 Novel hydrogel platform technology to treat
obesity & other chronic metabolic diseases

Key Highlights
 Plenity is FDA-cleared for the broadest
patient population of any weight
management product (BMI 25-40 kg/m2)
 Granted European CE Mark to market
Plenity as a class III medical device

Other prescribed therapeutics for obesity
are systemically & centrally acting with
potential for serious safety concerns,
greatly limiting their use

 Differentiated risk/benefit profile
 Consumer-driven approach enabled by
unique risk benefit profile, unlike any
previously launched obesity drug
• Partnership with CMS for
commercialization in China
• First commercial-scale manufacturing line
at the facility complete & validated

Plenity now broadly available in the U.S.; OTC application expected to be submitted in 1Q 2023
As of November 11, 2022, PureTech’s beneficial ownership of Gelesis was approximately 23.3 percent. PureTech is eligible to receive additional earnout shares in accordance with the terms of the business combination agreement. PureTech is also eligible to receive certain payments from Gelesis under
its license agreement, including sublicense payments and royalties on sales of certain products, including Plenity; 2 Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity.
To avoid impact on the absorption of medications: for all medications that should be taken with food, take them after starting a meal; for all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall
incidence of side effects with Plenity was no different than placebo. The most common side effects were diarrhea, distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe
diarrhea, stop using Plenity until you can speak to your doctor. Rx Only. For the safe and proper use of Plenity or more information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY.
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Consumer Expectations for Weight Loss Provide an Opportunity for Plenity®1 in Target
Population of BMI <35
US Population2
Plenity’s Target

50M

47M

Current Rx options have safety &
tolerability challenges

33M
23M

BMI 25-27

BMI 27-30

BMI 30-35

Hope to lose 15 – 30 LBS
Plenity meets consumer expectations

BMI 35-40

19M

BMI >40

Hope to lose >40 LBS
Current therapies don’t meet
consumer expectations

>75%

of adults affected with
Overweight/Obesity
(Gelesis100)
Low

Patient/Physician Willingness to Accept Safety Risk

So, they are reserved for highest
risk high BMI patients (60% of use in
24% of the population)3

The weight loss they offer is not
generally satisfying for higher
BMI patients4

Higher

Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity. To avoid impact on the absorption of medications: For all medications that should be taken with food, take them
after starting a meal. For all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall incidence of side effects with Plenity was no different than placebo. The most common side effects were diarrhea,
distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe diarrhea, stop using Plenity until you can speak to your doctor. Rx Only. For the safe and proper use of Plenity or more
information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY; 2 Placement of treatment logos reflects the BMI where most usage occurs – not the FDA indication or label; 3 Shannon K, et.al,. Obesity disease coverage. Datamonitor Healthcare report 2017:5659; 4 Based on KOL and clinical experience.
1
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Key Findings From Plenity®1 Pivotal study
SUPER RESPONDERS

RESPONDERS

ADULTS ACHIEVING 10% OR GREATER WEIGHT LOSS

ADULTS ACHIEVING 5% OR GREATER WEIGHT LOSS

26%
6 out of 10
• 59% of adults with overweight or obesity had a clinically
meaningful response to Plenity®, losing on average 10% of
their weight (22 pounds) or ~3.5 inches from their waist
• Plenity doubled the odds of achieving 5% or greater weight
loss compared with placebo

• 26% of adults with overweight or obesity
were super-responders to Plenity, losing
on average 14% of their weight (30
pounds)

Co-primary endpoint – The study also demonstrated statistically
superior weight loss compared with the placebo group (−6% vs
−4%, respectively; P=0.0007) & did not meet the predefined
super-superiority margin of 3%
Safety – Plenity had no overall increased risks versus placebo,
no serious adverse events & a lower dropout rate versus placebo
Most common side effects are diarrhea, distended abdomen,
infrequent bowel movements and flatulence

Plenity (n)

Placebo (n)

% of subjects with severe TEAE2

3.6% (8)

4.7% (10)

# of subjects with serious TEAE

0

13

Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity. To avoid impact on the absorption of medications: For all medications that should be taken with food, take them
after starting a meal. For all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall incidence of side effects with Plenity was no different than placebo. The most common side effects were diarrhea,
distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe diarrhea, stop using Plenity until you can speak to your doctor. Rx Only. For the safe and proper use of Plenity or more
information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY; 2 TEAE = Treatment Emergent Adverse Event; 3 Benign colon tumor, partial resection of colon, full recovery.
1
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Plenity®1 Go-to-Market Approach

1
2
3

Patients drive
demand of

Strong base of
physicians ready to
prescribe via telehealth

Member-centric
customer experience

Directly tap consumer demand via
targeted digital engagement & influencer
focus

Lower barrier to access by both driving
telehealth & traditional physician visits
while leveraging mail order to create an
Amazon-like experience

A support program that encourages diet,
exercise & mindful eating, plus packaging
that fits into lifestyle

Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity. To avoid impact on the absorption of medications: For all medications that should be taken with food, take them
after starting a meal. For all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall incidence of side effects with Plenity was no different than placebo. The most common side effects were diarrhea,
distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe diarrhea, stop using Plenity until you can speak to your doctor. Rx Only. For the safe and proper use of Plenity or more
information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY.
1
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Gelesis Pipeline1
Product2

Research Focus

3

Plenity®

For adolescents4

Weight management in patients
with excess weight & obesity

Preclinical

Completed

Clinical

FLOW completed

Pivotal

GLOW completed

Clearance
FDA Cleared
& EU CE Mark

Weight management in
adolescent patients with excess
weight & obesity

GS200

Weight management & glycemic
control in patients with T2D &
pre-diabetes

GS300

NAFLD / NASH

GS500

Functional constipation
(formerly classified as CIC)

LIGHT-UP Complete,
Primary Endpoints
Achieved

Ongoing

Pilot Clinical Study
Completed

Phase Completed

1 Sourced from the company’s latest corporate presentation as of May 25th, 2022; 2 These therapeutic candidates are regulated as devices and their development has been approximately equated to phases of clinical development. With the exception of Plenity, candidates are investigational and have not
been cleared by the FDA for use in the United States; 3 Important Safety Information about Plenity®: Patients who are pregnant or are allergic to cellulose, citric acid, sodium stearyl fumarate, gelatin, or titanium dioxide should not take Plenity. To avoid impact on the absorption of medications: For all
medications that should be taken with food, take them after starting a meal. For all medications that should be taken without food (on an empty stomach), continue taking on an empty stomach or as recommended by your physician. The overall incidence of side effects with Plenity was no different than
placebo. The most common side effects were diarrhea, distended abdomen, infrequent bowel movements, and flatulence. Contact a doctor right away if problems occur. If you have a severe allergic reaction, severe stomach pain, or severe diarrhea, stop using Plenity until you can speak to your doctor. Rx
Only. For the safe and proper use of Plenity or more information, talk to a healthcare professional, read the Patient Instructions for Use, or call 1-844-PLENITY; 4 Products are investigational and have not been cleared by the FDA for use in the U.S.
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Vor (PRTC Ownership: 8.2%1)

Selectively protecting healthy cells from targeted cancer therapies
Innovation

~42.5K

New diagnoses of AML patients
each year in the US, Europe &
Japan

Prognosis for relapsed & refractory blood-borne
malignancies is very poor
Median 5 year survival rate for patients with
AML is <30%, but there are significant
differences in prognosis depending on several
factors, including the age of the patient at
diagnosis

Validation

Upcoming Milestones2 & Value Realization

 Ex vivo & mouse proof-of-concept studies
led by Siddhartha Mukherjee, MD, PhD; Also
published in PNAS
 Optimize targeted therapies including ADCs,
T cell engager / bispecific antibodies,
conventional mAbs & CAR-T cells

2023

 May lead to limited on-target toxicity &
durable antitumor activity

2022

 Engineered hematopoietic stem cells
(eHSCs) deleting redundant epitopes,
protecting healthy cells from targeted
therapies

2021

 Announced $110M Series B financing in July
2020
 Completed $176.9M IPO in February 2021

VCAR33
Initial monotherapy proof-ofconcept data expected (IST
by NMDP)
VOR33
Phase 1/2a initial clinical data

 Conducting ongoing discovery efforts for
non-myeloid malignancies

eHSC Platform

VOR33/VCAR33 Treatment System
IND filing following initial VOR33 and
NMDP clinical data3

2020

 VOR33
FPI Phase 1/2a study

 VOR33
Pre IND meeting with the
FDA

As of November 4, 2022, PureTech’s percentage ownership of Vor was approximately 8.2 percent on an outstanding voting share basis; 2 Sourced from the company’s latest corporate presentation as of June 2022; 3 The VCAR33 construct is being studied in a Phase 1/2 clinical trial sponsored by the
NMDP, and the timing of the data release is dependent on the investigators conducting the trial.
1
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Vor: Selectively Protecting Healthy Cells From Targeted Cancer Therapies
PRTC Ownership: 8.2%1

eHSC Platform

~42.5K

New diagnoses of AML patients each year in the US, Europe and Japan

The prognosis for relapsed & refractory bloodborne malignancies is very poor
Median 5 year survival rate for patients with AML
is <30%, but there are significant differences in
prognosis depending on several factors, including
the age of the patient at diagnosis
Targeted therapies have shown clinical activity, but
frequently target both cancer & normal cells,
causing substantial toxicities & limiting their
potential

 Engineered hematopoietic stem cells (eHSCs)
designed to limit the on-target toxicities
associated with companion therapeutics to
enhance their utility & broaden applicability

Key Highlights
 Ex vivo & mouse proof-of-concept studies led
by Siddhartha Mukherjee, MD, PhD, published in
PNAS
 Designed to optimize targeted therapies
including ADCs, T cell engager / bispecific
antibodies, conventional mAbs & CAR-T cells
 Approach may lead to limited on-target toxicity
& durable antitumor activity
 Conducting ongoing discovery efforts for nonmyeloid malignancies

Initial clinical data from VBP101, a Phase 1/2a clinical trial for VOR33, reported in Q4 2022;
Trial continues to enroll patients & additional data expected in 2023
1

As of November 4, 2022, PureTech’s percentage ownership of Vor was approximately 8.2 percent on an outstanding voting share basis.
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Vedanta (PRTC Ownership: 40.5%1)

Developing a new class of drugs to modulate the human microbiome
Innovation
Rationally-defined consortia of gut bacteria; manufactured
from pure cell banks to produce drug product of known
bacterial isolates; orally administered to modulate
microbial communities and immune responses

~60K

Acute myeloid leukemia patients in the US

~500K

Treated using antibiotics
which damage the
microbiome

CDI cases
per year in the US

~1M

Ulcerative colitis &
Crohn’s disease patients
in the US

~4.6M

Living with peanut allergy
in the US

1

IBD interventions limited by
toxicities & systemic
immune suppression

Validation
 Four clinical-stage programs in
development
 VE303 (C. difficile) demonstrated
accelerated gut microbiota
restoration after antibiotics in a
Phase 1a/1b study

VE303
Initiate Phase 3 study in CDI

2023

 VE202 (IBD) demonstrated durable
& dose dependent colonization in
Phase 1 trial in healthy volunteers
 VE800 (advanced or metastatic
cancers) with OPDIVO®
(nivolumab); published in Nature

2021

 $71.1M in total Series C

VE416
Results from Phase 1/2 study
for food allergy

 VE800
Results from first-in-

patient study in solid
tumors

 VE416 (food allergy) being
evaluated in Phase 1/2 study
 Strong IP portfolio

Allergen avoidance &
desensitization therapies
may not prove cost-effective

Future Milestones & Value Realization

2020

 VE303
Results from Phase 2 study
in CDI

 VE202
Results from Phase 1

healthy subject studies for
IBD

As of June 30, 2022, PureTech’s percentage ownership of Vedanta Biosciences was approximately 40.5 percent on a diluted basis. This calculation includes issued and outstanding shares, options, and warrants, but excludes unallocated shares authorized to be issued pursuant to equity incentive plans.
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Vedanta: Developing a New Class of Drugs to Modulate the Human Microbiome
PRTC Ownership: 40.5%1

VE303, VE202, VE416, VE800, VE707

CDI is typically treated using antibiotics
which damage the microbiome, leaving
CDI cases per year in the US patients vulnerable to re-infection

~500K
~1M

Ulcerative colitis & Crohn’s
disease patients in the US

~4.6M

IBD interventions are limited by toxicities
& systemic immune suppression
Treatment centers around allergen
avoidance & desensitization therapies in
development, which may not prove costeffective

Living with peanut
allergy in the US

 Oral therapies based on defined consortia of
bacteria isolated from the human microbiome and
grown from pure clonal banks

Key Highlights
 Four clinical-stage programs in development
 VE303, in development for high-risk C. difficile,
demonstrated rapid, durable, dose-dependent
colonization & accelerated gut microbiota
restoration after antibiotics in a Phase 1a/1b study
 VE202, in development for IBD, demonstrated
durable & dose-dependent colonization after
antibiotics in a Phase 1 study in healthy volunteers
 VE800 being evaluated with OPDIVO® (nivolumab) in
advanced or metastatic cancers
 Strong IP portfolio

Initiation of Phase 3 clinical trial of VE303 & Phase 2 trial of VE202 planned
1

As of June 30, 2022, PureTech’s percentage ownership of Vedanta Biosciences was approximately 40.5 percent on a diluted basis. This calculation includes issued and outstanding shares, options, and warrants, but excludes unallocated shares authorized to be issued pursuant to equity incentive plans.
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Vedanta Pipeline
Therapeutic
Candidate1

Indication

Funding

VE303

C. difficile (CDI)

VE202

Inflammatory bowel disease

VE800

VE707

Investigator
Sponsored
Trials

MOA

Discovery/
Preclinical

CMC

Phase 1

Phase 2

Phase 3

Solid tumors

in combination with nivolumab (Opdivo)

Gram-negative infections

VE303

VE416

Hepatic Encephalopathy

Food Allergy

in combination with oral immunotherapy

Phase Completed

1

Therapeutic candidates are investigational and have not been cleared by the FDA for use in the United States.
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Follica (PRTC Ownership: 75.9% Plus Royalties1)

Growing new hair based on innovative findings in regenerative biology
Innovation

~60K

Follica is the first company to
demonstrate new hair growth in
Total
addressable
Acute myeloid
leukemia
patients in male
the US
AGA
population of
androgenetic
Individuals with hair loss have
alopecia (AGA)
significant interest in a more
sufferers
effective option

~90M

The AGA market today is ~$1B
in the US & $3.5B globally
Follica is developing a treatment for a condition with tremendous
unsatisfied need, unlocking a multi-billion market
Follica Platform
 Proprietary in-office treatment combines targeted scalp microdisruption device with a topical on-market drug to create & grow
new hairs

Validation

Upcoming Milestones & Value
Realization

 Proprietary in-office
treatment to grow new hair
in patients with AGA
 Selected treatment
regimen demonstrated
44% improvement of
visible hair count over
baseline

FOL-004
Initiation of Phase 3
registration program in
male AGA

2022

 Attractive physician
practice economics
 Strong IP & proprietary
device create high barriers
to entry & protect against
off label use

2020



FOL-004
End-of-Phase 2
meeting with FDA

 Significant future growth
opportunities: female
pattern hair loss, skin
rejuvenation

1 PureTech Health has a right to royalty payments as a percentage of net sales from Follica. As of June 30, 2022, PureTech’s percentage ownership of Follica was approximately 75.9 percent on a diluted basis. This calculation includes outstanding shares, options, and warrants, but excludes unallocated
shares authorized to be issued pursuant to equity incentive plans.
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Follica: Growing New Hair Based on Innovative Findings in Regenerative Biology
PRTC Ownership: 75.9%1

~90M

Total addressable
population of androgenetic
alopecia (AGA) sufferers

Currently-approved treatments work with
only the hair you already have, either
transplanting existing hair, or reviving
shrunken hair follicles
Follica is the first company to effectively
generate new hair, via targeted skin
disruption
Broad range of individuals with hair loss
(e.g., age, severity, income levels) have
significant interest in a more effective
option
Even in the absence of effective treatment
options, the AGA market today is ~$1B in
the US & $3.5B globally

Follica is developing a treatment for a condition with tremendous
unsatisfied need, unlocking a multi-billion market

Follica Platform
• Proprietary in-office treatment combines targeted
scalp micro-disruption device with a topical on-market
drug to create & grow new hairs

Key Highlights
• Follica is developing an in-office treatment to grow new
hair in patients with AGA, a large, cash-pay,
unaddressed multi-billion market
• Selected treatment regimen demonstrated 44%
improvement of visible hair count over baseline
• Attractive physician practice economics consistent with
in-office aesthetic procedures
• Strong IP & proprietary device create high barriers to
entry & protect against off label use
• Significant future growth opportunities: female pattern
hair loss, skin rejuvenation

Planned initiation of Phase 3 registration clinical program in 2022
As of June 30, 2022, PureTech’s percentage ownership of Follica was approximately 75.9 percent on a diluted basis. This calculation includes outstanding shares, options, and warrants, but excludes unallocated shares authorized to be issued pursuant to equity incentive plans. PureTech Health has a
right to royalty payments as a percentage of net sales from Follica.

1
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Sample Patient Outcome From FOL-004 Data
 Follica is developing an approximately five-minute in-office experimental
procedure associated with limited downtime

Screening

Day 85

 Follica’s approach is comprised of a proprietary device designed to
stimulate hair follicle growth, followed by treatment with a
pharmaceutical compound to thicken & maintain newly created hair
follicles
 Follica’s selected treatment regimen demonstrated a statistically
significant 44% improvement of visible (non-vellus) hair count after three
months of treatment compared to baseline (p < 0.001, n=19)
 A prespecified analysis comparing the 44% change in non-vellus hair
count to a 12% historical benchmark with approved pharmaceutical
products was statistically significant (p = 0.005)
 Blinded head-to-head bench testing of the proprietary Follica device has
shown advantages in scalp treatment versus commercially available skin
disruption devices
 Initiation of Phase 3 registration clinical program is anticipated in 2022

Note: Results depicted in the images are above the average demonstrated in the optimization trial.
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Sonde: Voice-Based Technology With the Potential to Transform How We Monitor Health
PRTC Ownership: 42.7%1

~17M

Individuals in the US are affected by depression

The lag between onset of disease & accurate
diagnosis & beginning of treatment can be
measured in years for many high-burden health
conditions

Sonde
 Developing proprietary technology to sense & analyze
subtle changes in the voice to create a range of
persistent brain, muscle & respiratory health
measurements that provide a more complete picture of
health in just seconds

Key Highlights
 Launched Sonde One for Respiratory, a voice-enabled health
detection & monitoring app, to potentially help employers
reopen offices in COVID-19 environment
 Technology has demonstrated the potential to screen &
monitor for disease in individuals from brief samples of
speech
 Ongoing collaborations with multiple US & ex-US hospitals,
clinics & academic medical centers
 Partnership with Qualcomm Technologies for vocal
biomarker technology
 Collected voice data from over 80,000 subjects as part of
ongoing validation of platform
 Expanded development of its proprietary technology into
respiratory & other health & wellness conditions, including
mental health

1

As of June 30, 2022, PureTech’s percentage ownership of Sonde was approximately 42.7 percent on a diluted basis. This calculation includes outstanding shares, options, and warrants, but excludes unallocated shares authorized to be issued pursuant to equity incentive plans.
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Upcoming Value Drivers: Founded Entities

Potential launch momentum & source of capital to further fund advancement of Wholly Owned Programs
Entity

Karuna
(NASDAQ: KRTX)

Akili
(NASDAQ: AKLI)

Gelesis
(NYSE: GLS)

PureTech
Ownership1

3.1%

Therapeutic
Candidate


Results from Phase 3 EMERGENT-2 trial

3Q 2022



Results from Phase 3 EMERGENT-3 trial

1Q 2023



Initiation of Phase 3 ADEPT-1 trial in Alzheimer's disease psychosis

3Q 2022



NDA submission for KartXT in schizophrenia



Results from Phase 3 ARISE trial

1H 2024



U.S. commercial launch

2H 2022



Results from COVID fog pilot studies

1H 2023



Results from pivotal trials in 13-17 y/o adolescent children & adults with ADHD

2H 2023

Plenity®3



Continued sales traction in the U.S.

GS3004



Data readout from pilot study in NAFLD/NASH

2Q 2024

GS5004



Data readout from pivotal study in functional constipation

4Q 2023

VOR33




Initial results from Phase 1/2a trial in AML
Additional data from Phase 1/2a trial in AML

4Q 2022
2023

VE303



Initiation of Phase 3 in C. difficile

1H 2023

VE416



Results from Phase 1/2 clinical study in food allergy

2023

KarXT

EndeavorRx®2
14.7%

23.3%

Expected Milestones

AKL-T01

Mid-2023

2022

Vor
(NASDAQ: VOR)

8.2%

Vedanta

40.5%

Follica

75.9%

FOL-004



Initiation of Phase 3 in male AGA

2022

Sonde

42.7%

Sonde App



Launch of key pilot programs

2023

Entrega

73.8%

Oral biologics platform



Ongoing discovery efforts to expand pipeline

2023

Indicates completed milestone

Indicates partially completed milestone

B

Key anticipated milestones are bolded

1This figure represents the stage of development for each Founded Entity’s most advanced therapeutic candidate. Founded Entities represent companies founded by PureTech in which PureTech maintains ownership of an equity interest and, in certain cases, is eligible to receive
sublicense income and royalties on product sales. As of December 31, 2022, PureTech maintained control over Follica Incorporated, Vedanta Biosciences, Inc., and Entrega, Inc. by virtue of (a) majority voting control or (b) the right to elect representation to the entity’s Board of
Directors. As of December 31, 2022, PureTech did not have a controlling interest in Gelesis Holdings, Inc., Karuna Therapeutics, Inc., Akili, Inc., Sonde Health, Inc. and Vor Biopharma Inc. Relevant ownership interests for Controlled Founded Entities and Sonde Health, Inc. were
calculated on a partially diluted basis (as opposed to a voting basis) as of December 15, 2022, including outstanding shares, options and warrants, but excluding unallocated shares authorized to be issued pursuant to equity incentive plans. Gelesis, Vor Bio, Akili and Karuna
ownerships were calculated on a beneficial ownership basis in accordance with SEC rules as of November 11, 2022, December 7, 2022, November 7, 2022 and October 31, 2022, respectively; 2 Please see footnote 2 on slide 57 for EndeavorRx® indication and overview; 3 I Please see
footnote 2 on slide 60 for Plenity® Safety Information; 4 Products are investigational and have not been cleared by the FDA for use in the U.S.
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PureTech is Executing & Delivering Results
Regulatory
FDA Clearance &

Partnerships

EndeavorRx®1 (AKL-T01)

European CE Mark

2 (Gelesis100)



Akili’s partnership with Shionogi



PureTech’s partnership with Imbrium Therapeutics to advance LYT-503/IMB-150



Gelesis’ partnership with Ro to support US commercialization of Plenity®; Partnership with CMS for
commercialization in China

R&D & data presentations


Phase 2 & Phase 3 results for Karuna’s KarXT



Phase 1 results for Vedanta’s VE303 & VE202



Topline results for Follica in AGA



Pivotal data for Gelesis100 published in Obesity



Pivotal data for AKL-T01 ADHD study published in Lancet
Digital Health



Results for Akili’s AKL-T01 in children with ADHD alone or
as an adjunct to stimulants



Akili’s AKL-T03 data on MDD presented at ACNP



Vedanta’s IO candidate selected & being advanced with
BMS



Vedanta’s Nature publication for its IO candidate, VE800



PureTech programs published in Nature & Nature
Neuroscience



POC study for Vor published in PNAS




Up to $20M in upfront payments with the potential to receive milestone payments for Japan & Taiwan commercialization of up to an additional
$105M in addition to royalties on product sales
$6.5 million in upfront payment and eligible to receive up to $53 million in additional development milestone payments for this program as well as
royalties on product sales

Receipt of $40 million fully paid pre-order for Plenity® in 2021 & additional $15 million in 2022; Ro projects 1,500% YoY revenue growth (Dec. 2020 to
Dec. 2021)



Karuna’s strategic collaboration with Zai Lab

$35 million in upfront payment for development, manufacturing, and commercialization of KarXT in Greater China, and eligible to receive up to an
additional $80 million in development and regulatory milestones; Karuna is also eligible to receive up to $72 million in sales milestones and lowdouble-digit to high-teens tiered royalties based on annual net sales of KarXT in Greater China

Financings


Karuna’s $124M Series A+B financings; $103M IPO



Vor’s $153M Series A+B financings; $203.4M IPO

Key investors include ARCH Venture Partners, Fidelity, Eventide, Pivotal bioVenture Partners, Partner Fund
Key investors include RA Capital Management, Fidelity Management & Research Company, Pagliuca Family Office, Alexandria Venture Investments,
5AM Ventures, Johnson & Johnson Innovation—JJDC, Inc. (JJDC), Osage University Partners, Novartis Institutes for BioMedicalResearch



Vedanta’s $71M Series C financing; $68M Series D financing



Sonde’s $16M Series A financing

Presentations on PureTech’s LYT-200 at AACR & SITC



Gelesis’ NYSE debut (‘GLS’) via SPAC merger

PureTech’s LYT-100 MAD study published in Clinical
Pharmacology in Drug Development



Akili’s Nasdaq debut (‘AKLI’) via SPAC merger

1

Key investors include Bill & Melinda Gates Foundation, Bristol-Myers Squibb, Rock Springs Capital, affiliates of Magnetar Capital
Key investors include M Ventures, MP Healthcare Venture Management, Neoteny 4
Transaction generated ~$105M in gross proceeds, which will be used to support the broad U.S. launch of Plenity
Transaction generated more than $163M in gross proceeds, which will be used to fund the commercial launch of EndeavorRx®, its potential expansion
into additional ADHD patient populations, and will also support the advancement of the company's late-stage pipeline

Please see footnote 2 on slide 57 for EndeavorRx® indication and overview; 2 Please see footnote 2 on slide 60 for Important Safety Information about Plenity®.
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Therapeutic Candidate Details (1 of 4)
Therapeutic
Candidate

PureTech
Ownership

Indication
(US Patient Population)

Potential Key Differentiation

LYT-100
(Deupirfenidone)

100%
(Wholly-owned)

Idiopathic pulmonary fibrosis (IPF) (~3M
worldwide)

Therapeutic candidate for the potential treatment •
of conditions involving inflammation & fibrosis,
•
including IPF

Exploring potential opportunities in other
inflammatory and fibrotic conditions, such
as radiation induced fibrosis, myocardial
fibrosis and other organ system fibrosis
LYT-200
(Anti-galectin 9
mAb)

Solid tumors, including metastatic colorectal
(>33K/year), metastatic pancreatic
(>32K/year), metastatic cholangiocarcinoma
(>4K/year), acute myeloid leukemia
(~20K/year)

Results & Milestones

•

Designed to inhibit the activity of galectin-9 for
potential treatment of difficult-to-treat cancer
indications with poor survival rates, including
PDAC, CRC & CCA

•
•
•
•
•

LYT-300
(Oral allopregnanolone)

Neurological & neuropsychological
indications

Oral lipid prodrug version of natural
allopregnanolone to potentially treat a range of
neurological & neuropsychological conditions

•
•
•

LYT-310
(Oral cannabidiol)

Neurological indications

LYT-510
(Oral
Immunosuppress
ant)
LYT-503/IMB-150
(Non-opioid)

IBD and chronic pouchitis (~3.9M)

Oral dosing to potentially expand therapeutic
application of CBD across a wider range of age
groups and indications, including both rare and
more common forms of epilepsy and other
central nervous system disorders
Oral inflammation-targeting formulation of
tacrolimus, a potent immunosuppressant drug, in
development to treat IBD and chronic pouchitis

•
•
•
•
•

(Licensed to
Imbrium
Therapeutics)

IC/BPS (4 – 12M)

Proprietary platform centered on a class of selfassembling therapies that selectively bind to
inflamed tissue to potentially selectively treat
autoimmune disease without having related
systemic toxicities

•

Acquired LYT-100 in July 2019 from Auspex Pharmaceuticals
Announced the completion of a Phase 1 multiple ascending dose & food effect
trial for LYT-100 in November 2020; the trial demonstrated favorable proof-ofconcept for LYT-100’s tolerability & PK profile, which will also enable twice-a-day
(BID) dosing of LYT-100 in future studies
Announced issuance of patent covering compositions of matter directed to fully
human anti-galectin-9 antibodies to support LYT-200 in 2019
Achieved significant oral bioavailability of LYT-300 in preclinical models
Acquired remaining interest in Founded Entity Alivio Therapeutics; Therapeutic
candidates to be integrated into PureTech's Wholly Owned Pipeline
Preclinical study of AlivioTM technology platform published in Nature
Communications in April 2018, with two previous publications in Sci Transl Med
Announced clinical trial and supply agreement with BeiGene to evaluate LYT-200
and tislelizumab in patients with difficult-to-treat solid tumors in July 2021
Imbrium Therapeutics exercised license option to LYT-503/IMB-150 for IC/BPS in
August 2021. PureTech received $6.5M and may receive up to $53M in milestones
+ royalties
Announced results from the additional clinical trials of LYT-100 to explore further
the PK, dosing & tolerability in healthy volunteers studies in 1H 2021
Initiated Phase 1 clinical trial of LYT-300 for the potential treatment of
neurological and neuropsychological conditions in December 2021
Announced results from a randomized, double-blind crossover trial in healthy
older adults with LYT-100 in January 2022
Presented additional Phase 1 data for LYT-100 at American Thoracic Society 2022
in May 2022
Announced achievement of proof-of-principle for Glyph platform in a healthy
adult trial of LYT-300 in June 2022
Announced initiation of registration-enabling trial of LYT-100 in treatment-naïve
IPF patients in June 2022
Announced the completion of the bi-monthly and weekly, monotherapy dose
escalation portion of the Phase 1 program of LYT-200 in December 2022. No doselimiting toxicities were reported.
Announced initiation of a clinical trial to evaluate LYT-200 as a single agent for the
treatment of AML in December 2022.
Announced completion of Phase 1 healthy adult trial of LYT-300 demonstrating
oral bioavailability, tolerability and GABAA receptor target engagement in healthy
volunteers in December 2022.

Expected Milestones
•
•
•
•
•

Results from registration-enabling trial of LYT-100 in
treatment-naïve IPF patients expected by YE2023
Results from combination cohorts of LYT-200 in solid
tumors expected in 1Q 2023
Results from clinical trial of LYT-200 in patients with AML
expected in 2023
Initiation of clinical trials of LYT-310 in 4Q 2023
Initiation of Phase 1b/2a clinical trial of LYT-300 1H 2023
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Therapeutic Candidate Details (2 of 4)
Therapeutic
Candidate1

PureTech
Ownership3

Indication
(US Patient Population)

Potential Key Differentiation

Results & Milestones

Expected Milestones

KarXT2

3.1%
(Karuna)

Schizophrenia (~2.7M),
Alzheimer’s disease psychosis
(~3.2M)

Designed to preferentially stimulate
M1/M4 muscarinic receptors in the
brain without stimulating muscarinic
receptors in peripheral tissues in order
to achieve meaningful therapeutic
benefit in patients with psychotic &
cognitive disorders

•

Completed successful End-of-Phase 2 meeting with FDA for KarXT for the treatment of adults with
schizophrenia in June 2020
Announced its Phase 2 study of KarXT for the treatment of acute psychosis in patients with schizophrenia
met the primary endpoint with a statistically significant (P<0.0001) & clinically meaningful 11.6 point
improvement on the PANSS total score from baseline vs. placebo in November 2019
Completed $42M & $82M financings in Q3 2018 & H1 2019
IPO on Nasdaq in June 2019 (Nasdaq: KRTX), raising $103M
Completed a follow-on offering of 2.6M shares of common stock, with gross proceeds of approximately
$250M
Initiated all four Phase 3 trials in the EMERGENT clinical program evaluating KarXT for the treatment of
psychosis in adults with schizophrenia
Announced results from the EMERGENT-1 Phase 2 clinical trial evaluating KarXT for the treatment of
schizophrenia were published in NEJM in February 2021
Announced data from its Phase 1b trial evaluating the safety & tolerability of KarXT in healthy elderly
volunteers, which followed a preliminary analysis of data from the first two cohorts in the trial announced
in early 2021
Announced strategic collaboration with Zai Lab for development, manufacturing, and commercialization of
KarXT in Greater China, including mainland China, Hong Kong, Macau, and Taiwan in November 2021
Initiated the Phase 3 ARISE trial evaluating KarXT for the treatment of schizophrenia in adults who
experience an inadequate response to current standard of care in 2021
Announced positive topline results from the EMERGENT- Phase 3 clinical trial evaluating KarXT in adults
with schizophrenia

•

EndeavorRx® (AKL-T01) granted FDA clearance as a prescription treatment for improving attention function
in children with ADHD
Announced achievement of primary endpoint in randomized, controlled pivotal study in pediatric ADHD in
Q4 2017
FDA filing for AKL-T01 in pediatric ADHD in Q2 2018
Announced partnership with Shionogi in March 2019
Announced achievement of primary endpoint in randomized, controlled study in major depressive disorder
in December 2019
CE Mark approval to market EndeavorRx in European Economic Area member countries in June 2020
Announced study achieved its primary endpoint evaluating the effects of lead therapeutic candidate AKLT01 in children with ADHD when used with & without stimulant medication in January 2020
Announced topline results from Shionogi Phase 2 study of SDT-001 in Japan in September 2021
Clinical study showing EndeavorRx® treatment resulted in increased brain activity related to attention
function as measured by EEG published in the medical journal PLOS ONE in February 2022
Announced Nasdaq debut (‘AKLI’) via SPAC merger in August 2022
Deployed the first wave of its EndeavorRx go-to-market sales force in 14 priority territories across the U.S.
with a focus on Integrated Behavioral Health Centers and pediatric providers in 3Q 2022

•

•
•
•
•
•
•
•
•
•
•

EndeavorRx®4, 5
(AKL-T01)

14.7%
(Akili)

Pediatric ADHD 8-12 y/o (~1.8M)

SDT-001

Pediatric ADHD 6-17y/o (Japan)

AKL-T01, AKL-T03

Cognitive dysfunction in MDD
(~2.1M)
Cognitive dysfunction in MS
(~180K)

AKL-T02
AKL-T01

Attention in ASD (~410K)
Post-COVID cognitive dysfunction
(~1.3M)
Post-ICU acute cognitive
dysfunction (~300K)
Cancer-related acute cognitive
dysfunction (~1M)
Pediatric ADHD 13-17 y/o
Adult ADHD 18+ y/o

Pioneering the development of
cognitive treatments designed to have
direct therapeutic activity, delivered
through game-changing technologies

•
•
•
•
•
•
•
•
•
•
•

•
•
•
•
•

•
•
•
•
•
•
•
•
•

NDA submission of KarXT for the treatment of
schizophrenia with the U.S. FDA expected in mid2023
Topline data from the Phase 3 EMERGENT-3 trial is
expected in 1Q 2023
Initiation of Phase 3b PENNANT trial planned in 4Q
2022
Initiation of Phase 3 ADEPT-2 & ADEPT-3 trials
planned in 2023
Initiation of Phase 3 ARISE trial planned in 1H 2024
Topline data from the Phase 3 ADEPT-1 & ADEPT-2
trials are expected in 2025

Plans to scale EndeavorRx go-to-market sales force
to additional territories by 1H 2024
Expects to meet with the FDA to discuss the
pivotal trial in ASD in 2H 2022
Expects data from the pilot studies in COVID fog in
2H 2022
Expects Shionogi pivotal trial data in 2H 2023
Expects to initiate TALi technology study in 3-8 y/o
children with ADHD in 1H 2023
Expects pivotal trial data in 13-17 y/o adolescent
children with ADHD patients in 2H 2023
Expects pivotal trial data in adult ADHD patients in
2H 2023
Expects to meet with the FDA to discuss the
pivotal trial in MDD in 2H 2023
Expects to meet with the FDA to discuss the
pivotal trial in MS in 2H 2023
Expects to initiate a cognitive assessment
validation trial in 2H 2023

1 With

the exception of EndeavorRx, therapeutic candidates are investigational and have not been cleared by the FDA for use in the United States; 2 PureTech is eligible to receive certain payments from Karuna under its license agreement, including sublicense
payments and royalties on any sales of KarXT; 3 Relevant ownership interests for Founded Entities were calculated on a partially diluted basis (as opposed to a voting basis) as of June 30, 2022, including outstanding shares, options and warrants, but excluding
unallocated shares authorized to be issued pursuant to equity incentive plans. Karuna, Vor Bio, Akili and Gelesis ownerships were calculated on a beneficial ownership basis in accordance with SEC rules as of October 31, 2022, November 4, 2022, November 7, and
November 11, 2022, respectively. Karuna ownership is post the upsized underwritten public offering which closed on August 12, 2022; 4 PureTech Health has a right to royalty payments as a percentage of net sales; 5 Please see footnote 2 on slide 54 for
EndeavorRx® indication and overview.
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Therapeutic Candidate Details (3 of 4)
Therapeutic
Candidate1

PureTech
Ownership2

Indication
(US Patient Population)

Potential Key Differentiation

Results & Milestones

Plenity®3, 4

23.3%
(Gelesis)

Weight management (~230M)

FDA-cleared product as an aid for weight
management in adults with excess weight or
obesity, a BMI of 25-40 kg/m2, when used in
conjunction with diet and exercise

•
•
•
•
•

Plenity®
For adolescents4

Adolescent weight management

GS2004

Weight management in T2D (~32M) &
prediabetes (~88M)

GS3004

NASH/NAFLD (30 – 100M)

GS5004

Functional constipation (~35M)

Advancing a novel hydrogel platform technology
to treat obesity &
other chronic metabolic diseases

•
•
•
•
•
•
•
•
•

VOR33
(CD33)

VCAR33

8.2%
(Vor)

AML (~42.5K/year US, Europe & Japan),
myelodysplastic syndromes,
myeloproliferative neoplasms
Bridge-to-transplant AML

Combining a novel patient engineering approach
with targeted therapies to provide a single
company solution for patients suffering from
hematological malignancies

•
•
•
•
•
•
•
•
•
•

Expected Milestones

Plenity® received FDA clearance to aid in weight management in adults with excess
weight or obesity, Body Mass Index (BMI) of 25 to 40 kg/m², when used in
conjunction with diet & exercise
CE Mark approval to market Plenity throughout the European Economic Area
Announced partnership with Ro to support US commercialization of Plenity
Announced partnership with China Medical System Holdings Ltd. for the
commercialization of Plenity in China
Presented data from first-in-human, randomized, double-blind, placebo-controlled
study of GS200 in Q2 2016
Initiated proof-of-concept study of GS200, optimized for patients with prediabetes
& type 2 diabetes, in Q1 2017
Plenity has been available to a limited extent since H2 2019 through an early
experience program & since 2020 via a beta launch while the company ramps up
its commercial operations & inventory
Initiated Phase 3 study of GS500 for functional constipation in H2 2020
Announced business combination agreement with Capstar Special Purpose
Acquisition Corp. (NYSE: CPSR) in July 2021 to be traded on NYSE upon closing
Full US launch of Plenity completed in 2021
Announced NYSE debut (‘GLS’) via SPAC merger in January 2022
“Who Said?” marketing campaign launched in January 2022 achieved 3-fold
increase in web traffic & 3.5-fold increase in number of individuals seeking a new
prescription compared to previous months when supply was limited
Presented results from the LIGHT-UP clinical trial for adults with overweight or
obesity who have prediabetes or type 2 diabetes and were treated with either
GS200 or placebo at the European Congress on Obesity in May 2022
Received $15 million pre-paid order for Plenity from Ro in June 2022, in addition to
previous Plenity pre-orders from Ro totaling $40 million in 2021
Preclinical research was published in the scientific journal PNAS supporting novel
approach to treating cancer via eHSCs in May 2019
Announced $110M Series B financing in July 2020
Obtained ex vivo proof-of-concept data for technology
Granted foundational intellectual property which covers therapeutic approach
Announced an exclusive licensing agreement with the NCI, part of the NIH, for
intellectual property related to a clinical-stage anti-CD33 CAR-T therapy candidate,
VCAR335 in November 2020
Received FDA clearance for IND application for VOR33 in January 2021
Received CTA clearance from Health Canada for VOR33 in May 2021
Announced collaboration with Janssen to develop eHSC transplants combined with
a bi-specific antibody therapy for AML in July 2021
Received FDA’s Fast Track designation to VOR33 in September 2021
Opened its new in-house manufacturing facility in Cambridge, MA in September
2022, co-located in the company’s current headquarters

Please refer to public filings for further information.

•
•
•
•

Expects initial clinical data from VBP101, a Phase 1/2a
clinical trial for VOR33, in 4Q 2022
The VOR33 data will include engraftment data and
hematological protection data following treatment
with Mylotarg in at least one patient
Expects data from NMDP-sponsored Phase 1/2 clinical
trial for VCAR33 in 2022, depending on investigator’s
timing of data release
Expects to file an IND with the FDA for the
VOR33/VCAR33 Treatment System in 1H 2023

1 With the exception of Plenity, therapeutic candidates are investigational and have not been cleared by the FDA for use in the United States; 2 Relevant ownership interests for Founded Entities were calculated on a partially diluted basis (as opposed to a voting
basis) as of June 30, 2022, including outstanding shares, options and warrants, but excluding unallocated shares authorized to be issued pursuant to equity incentive plans. Karuna, Vor Bio, Akili and Gelesis ownerships were calculated on a beneficial ownership
basis in accordance with SEC rules as of October 31, 2022, November 4, 2022, November 7, and November 11, 2022, respectively; 3 Please see footnote 2 on slide 58 for Important Safety Information about Plenity®; 4 These therapeutic candidates are regulated as
devices and their development has been approximately equated to phases of clinical development; 5 The VCAR33 construct is being studied in a Phase 1/2 clinical trial sponsored by the NMDP, and the timing of the data release is dependent on the investigators
conducting the trial.
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Therapeutic Candidate Details (4 of 4)
Therapeutic
Candidate1

PureTech
Ownership2

Indication
(US Patient Population)

Potential Key Differentiation

Results & Milestones

Expected Milestones

VE303

40.5%
(Vedanta)

C. difficile (~500K/year)

Developing a potential new category of therapies
for immune-mediated diseases based on a
rationally-defined consortia of human
microbiome-derived bacteria

•
•
•
•

Announced successful Phase 1a/1b for VE303 in Q4 2018
Announced initiation of Phase 2 trial for VE303 in December 2018
Raised $71.1M in total Series C financing round
Announced an IO collaboration with BMS to evaluate OPDIVO® (nivolumab) &
VE800 in advanced or metastatic cancers in Q4 2018
Announced initiation of Ph1/2 trial for VE416 in July 2019
Announced initiation of first-in-patient trial for VE800 in December 2019
Announced results from VE202 Phase 1 healthy subject trials in June 2020
Announced a $25M investment from Pfizer, as part of the Pfizer Breakthrough
Growth Initiative. The proceeds will fund the Phase 2 clinical trial of VE202 in IBD in
January 2021
Announced nearing completion of Stage 1 of an open-label Phase 1 study of VE800
in combination with Bristol Myers Squibb's Opdivo® (nivolumab)
Announced results from VE303 Phase 2 clinical trial in October 2021

•
•
•

Plans to initiate Phase 2 study of VE202 in IBD
Plans to initiate Phase 3 study of VE303 in CDI
Topline data from the Phase 1/2 clinical trial of VE416
expected in 2023, subject to investigator timelines.

Continued development to address androgenetic alopecia based on three clinical
studies which showed hair follicle neogenesis following skin disruption
Identified & tested next-generation, proprietary compounds
Announced topline results from a safety & efficacy optimization study of lead
candidate in December 2019
Completed successful End-of-Phase 2 meeting with the FDA for FOL-004 to treat
male AGA

•

Initiation of Phase 3 registration clinical program in
male AGA expected in 2022

Demonstrated accuracy for measuring depression from brief samples of speech
Expanded development of proprietary technology into AD, respiratory &
cardiovascular disease & other health & wellness conditions
Completed $16M financing in Q2 2019
Launched Sonde One for Respiratory to potentially help employers reopen offices
in COVID-19 environment in July 2020
Acquired NeuroLex Labs, a leading voice-enabled survey & data acquisition
platform, in August 2020
Collected over 1M voice samples from 80,000 subjects as part of ongoing validation
of platform
Announced a collaboration with chipmaker Qualcomm to optimize use of vocal
biomarker technology on the Qualcomm® Snapdragon™ 888 & 778G 5G Mobile
Platforms in July 2021
Announced the launch of Sonde Mental Fitness in October 2021

•

Plans to launch key pilot programs in the employer
wellness, health system and provider space in 2022

VE416
VE202

Food allergy (~4.6M)
IBD (~1M with ulcerative colitis and crohn’s
disease)

VE800

Solid tumors including MSS CRC (>46K/year),
gastric (>11K/year), & melanoma (>9K/year)

VE707

Gram-negative infections

•
•
•
•
•
•

FOL-004

75.9%
(Follica)4

AGA (~90M)

Developing a regenerative biology platform based
on generating an “embryonic window” in adults
via a series of skin disruptions, stimulating stem
cells causing new hair follicles to grow

•
•
•
•

Sonde Mental
Fitness3

Sonde One for
Respiratory3

42.7%
(Sonde)

Monitoring vocal features linked to
depression, anxiety, & cognition (~138M)

Respiratory risk detection & monitoring app

Developing a voice-based technology platform
that detects voice changes linked to health
conditions – like depression and respiratory
disease – from changes in voice

•
•
•
•
•
•
•
•

1 Therapeutic candidates are investigational and have not been cleared by the FDA for use in the United States; 2 Relevant ownership interests for Founded Entities were calculated on a partially diluted basis (as opposed to a voting basis) as of June 30, 2022, including outstanding shares, options and
warrants, but excluding unallocated shares authorized to be issued pursuant to equity incentive plans. Karuna, Vor Bio, Akili and Gelesis ownerships were calculated on a beneficial ownership basis in accordance with SEC rules as of October 31, 2022, November 4, 2022, November 7, and November 11, 2022,
respectively. Karuna ownership is post the upsized underwritten public offering which closed on August 12, 2022; 3 These therapeutic candidates are regulated as devices and their development has been approximately equated to phases of clinical development; 4 Follica has an active IND on file with the
FDA for FOL-004. Our board designees represent a majority of the members of the board of directors of Follica, but Follica has its own independent management team. In January 2021, Tom Wiggans joined as Executive Chairman and Michael Davin joined as an independent member of the Board of
Directors. Mr. Wiggans has over 30 years of experience and most recently co-founded and served as Chairman and Chief Executive Officer of Dermira. Mr. Davin also has over 30 years of experience, including 14 years as Chief Executive Officer at Cynosure. PureTech’s role in the development of Follica’s
therapeutic candidates is through our representation on its board of directors and our role as a majority shareholder. Follica is well-protected with a robust intellectual property portfolio. Follica was incorporated in July 2005.

81

Financial Highlights
June 30, 2022
$ millions

June 30, 2021
$ millions

Cash Flow and Liquidity
Consolidated Cash and cash equivalents

365.9

439.7

Less: Cash and cash equivalents held at non-wholly-owned subsidiaries

(24.5)

(30.0)

PureTech Level Cash and Cash Equivalents1

341.4

409.7

7.0

5.8

(108.2)

(73.9)

(24.0)

(77.6)

Revenue
Operating expenses
Net income/(loss)

1

PureTech Level Cash and Cash Equivalents is a Non-IFRS measure. Please refer to slide 83 of this presentation for further information.
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Non-IFRS Measures
Reported Performance
Reported performance considers all factors that have affected the results of our business, as reflected in our consolidated financial statements.
Core Performance
Core performance measures are alternative performance measures (APM) which are adjusted and non-IFRS measures. These measures cannot be derived directly from our consolidated financial
statements. We believe that these non-IFRS performance measures, when provided in combination with reported performance, will provide investors, analysts and other stakeholders with helpful
complementary information to better understand our financial performance and our financial position from period to period. The measures are also used by management for planning and reporting
purposes. The measures are not substitutable for IFRS results and should not be considered superior to results presented in accordance with IFRS.

Cash flow and liquidity
PureTech Level Cash and Cash Measure type: Core performance.
Equivalents
Definition: Cash and Cash Equivalents held at PureTech Health plc and only wholly-owned subsidiaries as noted (PureTech LYT,
PureTech LYT-100, PureTech Management, Inc., PureTech Health LLC, and inactive entities in which we have no current
operations.

Why we use it: PureTech Level Cash and Cash Equivalents is a measure that provides valuable additional information with
respect to cash and cash equivalents available to fund the Wholly Owned Programs and make certain investments in Founded
Entities.
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Non-IFRS Measures Reconciliation - Karuna ROI
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