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Safe Harbor Statement 
This presentation contains forward-looking statements. Investors are cautioned not to place undue reliance on these forward-looking statements, including statements about the status, 
structure, completion and timing of the proposed separation of our operations into two independent, publicly traded companies; the tax-free nature of the separation; the business and 
operations of each company and the benefits of a potential separation, including with respect to Ironwood’s and Cyclerion’s competitive position, attractiveness to investors and enhanced 
operational, commercial and scientific effectiveness; the leadership of each of Ironwood and Cyclerion following the separation; Cyclerion’s expected financing; statements about expectations 
and timing regarding Ironwood’s ability to achieve profitability; the development, launch, commercial availability and commercial potential of our products, product candidates and the other 
products that we promote and the drivers, timing, impact and results thereof; the commercial potential and growth in, and potential demand for, our products and product candidates; the 
potential indications for, and benefits of, our products and product candidates; the anticipated timing of preclinical, clinical and regulatory developments and the design, timing, size and results 
of clinical and preclinical studies; expected periods of patent exclusivity, durability and life of the patent portfolios for our products and product candidates; the strength of the intellectual 
property protection for our products and product candidates; and expected separation costs and Cyclerion’s use of cash.

Each forward-looking statement is subject to risks and uncertainties that could cause actual results to differ materially from those expressed or implied in such statement. Applicable risks and uncertainties include 
those related to the possibility that we may not complete the separation of our business on the terms or timeline currently contemplated, if at all, achieve the expected benefits of the separation, and that the 
separation could harm our business, results of operations and financial condition; the risk that the transaction might not be tax-free; the risk that we may be unable to make, on a timely or cost-effective basis, the 
changes necessary to operate as independent companies; Cyclerion’s lack of independent operating history and the risk that its accounting and other management systems may not be prepared to meet the 
financial reporting and other requirements of operating as an independent public company; the risk that a separation may adversely impact our ability to attract or retain key personnel; the effectiveness of 
development and commercialization efforts by us and our partners; preclinical and clinical development, manufacturing and formulation development; the risk that findings from our completed nonclinical and 
clinical studies may not be replicated in later studies; efficacy, safety and tolerability of our products and product candidates; decisions by regulatory and judicial authorities; the risk that we may never get sufficient 
patent protection for our products and product candidates or that we are not able to successfully protect such patents; the outcomes in legal proceedings to protect or enforce the patents relating to our products 
and product candidates, including ANDA litigation; developments in the intellectual property landscape; challenges from and rights of competitors or potential competitors; the risk that our planned investments do 
not have the anticipated effect on our company revenues, our products or product candidates; the risk that we are unable to manage our operating expenses or cash use for operations, or are unable to 
commercialize our products, within the guided ranges or otherwise as expected; and the risks listed under the heading "Risk Factors" and elsewhere in Ironwood's Quarterly Report on Form 10-Q for the quarter 
ended September 30, 2018, and in our subsequent SEC filings. These forward-looking statements (except as otherwise noted) speak only as of the date of this presentation, and Ironwood undertakes no obligation 
to update these forward-looking statements. 

Further, Ironwood considers the net profit for the U.S. LINZESS brand collaboration with Allergan in assessing the product's performance and calculates it based on inputs from both Ironwood and Allergan. This 
figure should not be considered a substitute for Ironwood's GAAP financial results. An explanation of our calculation of this figure is provided on slide [11] of this presentation.
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TODAY Ironwood is LINZESS® (linaclotide) and seven differentiated 
drug development candidates

LINZESS / CONSTELLA® (linaclotide)
Approved for treatment of adults with IBS-C or CIC
Additional abdominal symptom claims (bloating, 
discomfort, pain) (Phase IIIb)

IW-3718
Persistent GERD (Phase III)

MD-7246
Abdominal pain associated with IBS (Phase II 
ready)

sGCGI
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IW-6463 
Serious and orphan central nervous system 
diseases (Phase I)

Late-stage pre-clinical development
Serious and orphan lung diseases
Serious and orphan liver diseases 

Praliciguat 
Diabetic nephropathy (Phase II)  
HFpEF (Phase II)

Olinciguat 
Sickle cell disease (Phase II)

sGC



New Ironwood and Cyclerion: pivotal moment to grow two 
industry-leading companies and unlock shareholder value

4

IW-3718

MD-7246

LINZESS / CONSTELLA

Praliciguat

Olinciguat 

IW-6463 

Late-stage pre-clinical development

expected to:
 Build a leading GI franchise

 Accelerate growth of LINZESS® and advance GI development 
programs 

 Deliver profits beginning in 2019

 Capitalize on GI expertise and seasoned executive leadership

expected to:
 Develop treatments for serious and orphan diseases

 Advance 5 novel tissue targeted sGC stimulators 

 Use strategic partnerships to capture full value

 Harness our sGC stimulator and cGMP pathway leadership

Ironwood Today

GI

sGC



Opportunity to unleash two valuable industry leaders

1

2

3

4

Differentiated, innovative and productive market leaders

Management, boards and capabilities matched to the opportunities

Tailored capital structures and capital allocation approaches

Sharpened investment theses

We believe the planned separation will create, among other things:
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Separation: on track to launch 1H 2019

6

Well-structured

• Intend to capitalize Cyclerion with $150-200M (~8-12 quarters of funding); broad 
investor feedback that Cyclerion access capital via equity & partnerships

• Expected tax-free distribution of Cyclerion common stock to IRWD shareholders 
• No expected ongoing funding between the two companies

Right leadership,
right time

• Mark Mallon to be Ironwood CEO
• Peter Hecht to be Cyclerion CEO
• Experienced leadership teams complemented with new skills
• Expect non-overlapping boards; boards (including new Chairs) expected to be 

announced in next 60 days

effective upon separation

READY TO OPERATE



Mark Mallon
NEW Ironwood CEO 
(effective upon separation) 



IRONWOOD
is building a 

profitable, GI-focused 
healthcare company 

WE AIM TO:

Grow LINZESS® (linaclotide) and 
accelerate U.S. GI development portfolio

Deliver profits beginning in 2019 
(following planned separation)

Capitalize on our GI expertise to 
bring innovative therapies to patients



Seasoned executive team with proven track record in 
building successful GI businesses*
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Mark Mallon
Chief Executive Officer

Tom McCourt 
President

Gina Consylman
Chief Financial Officer

Halley Gilbert 
Chief Administrative Officer

Jason Rickard
Senior Vice President, 
Operations

Mike Shetzline
Chief Medical Officer

*Anticipated team following planned separation



Capitalize on GI expertise to accelerate LINZESS, advance GI 
portfolio and strengthen financials

Accelerating LINZESS 
growth and profitability1
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LINZESS has generated ~$3 billion in U.S. net sales 
and ~$1 billion in brand profits since launch
Strong intellectual property position with coverage expected into 2030
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50/50
profit share

Ironwood’s share 
of 2018 U.S. 

LINZESS profits

Sources: 2018 LINZESS U.S. net sales and brand profitability is unaudited, preliminary and based on estimates, and may change as we receive final 2018 data from Allergan 
plc and as we and Allergan complete the preparation of our respective 2018 financial statements. LINZESS U.S. net sales are reported by Allergan and LINZESS costs 
incurred by each of us and Allergan are reported in our respective financial statements. LINZESS costs include cost of goods sold incurred by Allergan and selling, general and 
administrative expenses and research and development expenses incurred by Allergan and Ironwood that are attributable to the cost-sharing arrangement between the parties 

~$440M

~$760M
LINZESS brand profitability

LINZESS U.S. net sales
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Investing in multiple opportunities for continued growth
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Drive volume growth by 
broadening HCP view of 
appropriate patient
• Capture Rx PEG patients seeking 

different treatment options
• Increase conversion of dissatisfied 

OTC patients

Maintain broad, 
unrestricted access to 
pull-through demand

Increase patient requests for 
LINZESS
• Promotion of new abdominal symptom 

claims, including bloating, discomfort & 
pain (if positive data)

• Leverage new & existing customer 
communication channels



Capitalize on GI expertise to accelerate LINZESS, advance GI 
portfolio and strengthen financials

Linaclotide abdominal symptom 
claims (bloating, discomfort, pain)
• Phase III data expected mid-2019
• If positive, expect to begin promotion 

ASAP

IW-3718 for persistent GERD 
• Pivotal Phase III trials ongoing

MD-7246 for IBS pain
• Phase II trial expected 1Q 2019
• Initially evaluating in IBS-D to assess 

profile in new patient population

Accelerating LINZESS 
growth and profitability1

Advancing late-stage 
development programs
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Capitalize on GI expertise to accelerate LINZESS, advance GI 
portfolio and strengthen financials

• Investing in profitable growth 
beginning in 2019

• Driving revenue growth and 
expanding operating margins

• Seeking to strengthen 
balance sheet and lower 
cost of capital

Linaclotide abdominal symptom 
claims (bloating, discomfort, pain)
• Phase III data expected mid-2019
• If positive, expect to begin promotion 

ASAP

IW-3718 for persistent GERD 
• Pivotal Phase III trials ongoing

MD-7246 for IBS pain
• Phase II trial expected 1Q 2019
• Initially evaluating in IBS-D to assess 

profile in new patient population

Accelerating LINZESS 
growth and profitability1

Advancing late-stage 
development programs

Focusing investments 
for growth & value creation
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Creating breakthrough treatments for patients with serious 
and orphan diseases by harnessing the power of sGC



2019 launch year expectations

Differentiated programs

Clinical studies ongoing

Phase 2 readouts

New tissue-tailored development candidates

Great company launch

5
4 
3 
2
1 



5 programs: on track to deliver 4 clinical data 
readouts in 2019 including 3 Phase 2 studies, and 
2 new drug candidates

Distinctive pharmacology: differentiated, tissue-
targeted compounds tailored for intended diseases

Successful sGC/cGMP drug hunters: deep pathway 
knowledge with record of drug making success
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Powerful pathway: nitric oxide-sGC pathway is 
clinically validated with significant untapped 
potential

High-momentum company launch



4 clinical data readouts in 2019 on differentiated compounds 

* Status of programs as of January 7, 2019.  Represents ongoing phase of development and does not correspond to the completion of a particular phase. 18

Product* Discovery IND Enabling

Olinciguat

Phase 1 Phase 2 Phase 3 Status and Anticipated Next Milestones

Vascular sGC Stimulator

Systemic sGC Stimulator

Central Nervous System sGC Stimulator

Liver-Targeted sGC Stimulator

Lung-Targeted sGC Stimulator

Praliciguat

IW-6463

Liver

Lung

Sickle Cell Disease

Diabetic Nephropathy (DN)

Heart Failure w/ Preserved Ejection Fraction

Serious + Orphan liver diseases

Serious + Orphan pulmonary diseases

- Top line data expected in 2H2019
- Granted Orphan Drug Designation by the US FDA
- Worldwide rights

- DN: Top line data expected in 2H2019
- HFpEF: Top line data expected in 2H2019
- Pursue out-licensing after completion of Phase 2 studies
- Granted Fast Track Designation for HFpEF by the US FDA
- Worldwide rights

- Development candidate nomination expected 
in 1H2019

- Development candidate nomination expected 
in 1H2019

Serious + Orphan CNS Diseases
- CTA filed in 4Q2018
- Expect to initiate Phase 1 study in 1Q2019 
- Top line data expected in 2H2019
- Worldwide rights
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Tailoring proven, powerful pharmacology for treatment of 
serious diseases

…that Cyclerion is working to harness

• Growing understanding of NO pathway role in 
health and disease

• Developing differentiated next-generation sGC
stimulators uniquely designed to target tissues 
relevant to the diseases each is intended to treat

• Relevant in diseases both with and without nitric 
oxide signaling deficiency 

• Fortified by deep expertise and IP in sGC
stimulation

A powerful pathway… 

• Nitric oxide (NO) signaling plays a 
central role in physiologic regulation 

• Discovery of NO signaling was basis for 
the 1998 Nobel Prize in Physiology or 
Medicine 

• Clinically validated by approved 
therapies (NO donors, PDE5 inhibitors, 
sGC stimulator)



NO-cGMP signaling regulates multiple aspects of physiology
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Adapted from Buys et al. 2018. Discovery and development of next generation sGC stimulators with diverse 
multidimensional pharmacology and broad therapeutic potential. Nitric Oxide 78:72-80

sGC stimulators: differentiated mechanism to modulate NO-
cGMP pathway signaling

• Act synergistically with the NO signaling system: same 
time and same locations in body vs. acting independently 
of NO signaling 

• Increase overall pathway signaling vs. relying on basal 
signaling

• Act at a non-redundant node in the pathway and can act 
anywhere sGC is expressed to increase cGMP vs.  
inactivating just one of several mechanisms by which 
cGMP is degraded 

• Selectively modulate NO signaling vs. acting across any 
pathway that increases cGMP



Cyclerion Leadership
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Peter Hecht – CEO
• >20 years CEO experience – co-founder of Microbia/IRWD
• Under his leadership, Ironwood has grown from nine Ph.D. 

scientists to a commercial biotechnology company 

Bill Huyett - CFO
• 30-year career at McKinsey and Co
• Extensive experience in pharma/med device corporate 

strategy, capital allocation, finance, product development 
and commercialization, and corporate leadership

Mark Currie, PhD  - President
• Extensive research in cGMP signaling pathways and 

related pharmacology
• Primary inventor of LINZESS, led discovery/pharmacology 

for Celebrex and Lunesta

Chris Wright, MD, PhD - Head of Development
• >20 years drug development in rare and orphan diseases; 

oversaw clinical development of Orkambi and Kalydeco
• Practicing neurologist at Brigham & Women’s Hospital

Anjeza Gjino - Head of Finance
• >13 years of finance experience leading and supporting 

capital allocation and business transformation 
initiatives at Ironwood and PerkinElmer

Cheryl Gault - Head of Strategy
• >15 years marketing, sales, new product 

planning, commercial strategy at Ironwood and 
Genzyme

Daryn Lewis - Head of People
• >12 years experience in talent strategy and operations
• Led organizational growth and transformation 

initiatives across STEM-centric businesses 

Mark Gaffney - Head of External Innovation & 
Corporate Development
• >12 years experience structuring and negotiating 

licensing arrangements, partnerships and 
acquisitions

Brian Cali, PhD - Head of IR and Corp Comms 
• >20 years enterprise leadership—cofounder of 

Microbia/IRWD
• Led preclinical R&D, R&D strategy, in licensing, program 

leadership and portfolio management



New Ironwood and Cyclerion: pivotal moment to grow two 
industry-leading companies and unlock shareholder value
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IW-3718

MD-7246

LINZESS / CONSTELLA

Praliciguat

Olinciguat 

IW-6463 

Late-stage pre-clinical development

expected to:
 Build a leading GI franchise

 Accelerate growth of LINZESS® and advance GI development 
programs 

 Deliver profits beginning in 2019

 Capitalize on GI expertise and seasoned executive leadership

expected to:
 Develop treatments for serious and orphan diseases

 Advance 5 novel tissue targeted sGC stimulators 

 Use strategic partnerships to capture full value

 Harness our sGC stimulator and cGMP pathway leadership

Ironwood Today

GI

sGC



A COMMERCIAL BIOTECHNOLOGY COMPANY 
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