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Safe Harbor and Disclaimer

To the extent that statements in this presentation are not historical facts, they are forward-looking statements reflecting the current beliefs and 

expectations of management made pursuant to the safe harbor provisions of the Private Securities Litigation Reform Act of 1995. Words such as 

ñaim,ò ñmay,ò ñwill,ò ñexpect,ò ñanticipate,ò ñestimate,ò ñintend,ò and similar expressions (as well as other words or expressions referencing future events, 

conditions or circumstances) are intended to identify forward-looking statements.  Examples of forward-looking statements made in this presentation 

include, without limitation, statements regarding the expected timing of the initiation of, patient enrollment in, data from, and our completion of, our 

clinical studies and cohorts for PTI-428, PTI-801, PTI-808 and our combination therapy candidates as well as cash guidance.   Forward-looking 

statements made in this presentation involve substantial risks and uncertainties that could cause actual results to differ materially from those expressed 

or implied by the forward-looking statements, and we therefore cannot assure you that our plans, intentions, expectations or strategies will be attained 

or achieved.  Such risks and uncertainties include, without limitation, the possibility final or future results from our drug candidate trials (including, 

without limitation, longer duration studies) do not achieve positive results or are materially and negatively different from or not indicative of the 

preliminary results reported in this presentation (noting that these results are on a small number of patients and small data set), uncertainties inherent 

in the execution and completion of clinical trials (including, without limitation, the possibility FDA requires us to run cohorts sequentially or conduct 

additional cohorts or pre-clinical or clinical studies), in the enrollment of CF patients in our clinical trials, in the timing of availability of trial data, in the 

results of the clinical trials, in possible adverse events from our trials, in the actions of regulatory agencies, in endorsement, if any, by therapeutic 

development arms of CF patient advocacy groups, and those set forth in our Quarterly Report on Form 10-Q for the quarter ended June 30, 2018, and 

our other SEC filings.  We assume no obligation to update or revise any forward-looking statements, whether as a result of new information, future 

events or otherwise.

This presentation also contains estimates and other statistical data made by independent parties and by us relating to, among other items, disease 

incidence, market size and other data about our industry.  This data involves a number of assumptions and limitations, and you are cautioned not to 

give undue weight to such estimates.  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 risk and uncertainty.  New risks emerge from time to time, and neither we nor any other 

person makes any representation as to the accuracy or completeness of such data or undertakes any obligation to update such date after the date of 

this presentation.  By attending or receiving this presentation you acknowledge you are solely responsible for your own assessment of the market and 

our market position and that you will conduct your own analysis and are solely responsible for forming your own view of the potential future 

performance of our business.  The trademarks included in this presentation are the property of the owners thereof and are used for reference purposes 

only.  Such use should not be construed as an endorsement of the Company or its securities.
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Introduction to Proteostasis Therapeutics (PTI)

Å Clinical stage biopharmaceutical company developing small molecule CFTR 

modulators for Cystic Fibrosis (CF)

- PTI-428: Amplifier (increases unfolded CFTR protein) with POC as ORKAMBI®add on

- PTI-801: Corrector (increases folded CFTR protein) with POC as ORKAMBI®add on

- PTI-808: Potentiator (improves ion transport across the CFTR protein)

Å Drugs can be combined as either add-ons or proprietary combinations to offer 

potential therapeutic benefit

- PTI-428 and PTI-801 as add-on therapies to current and future standard of care CFTR 
modulators; SYMDEKO®add on studies underway

- PTI-801 and PTI-808 as a stand-alone doublet

- PTI-428, PTI-801, and PTI-808 as a stand-alone triplet

Å As of June 30, 2018, PTI has $60.8 million in cash, cash equivalents and short-term 

investments

- Cash position sufficient to fund operations into early 2019

ORKAMBI®and SYMDEKO®are registered trademarks of Vertex Pharmaceuticals Inc.
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CORRECTOR

PTI-801

PTI CF Portfolio Address 3 Distinct Regions of 
CFTR Protein Processing

PTI-808 increases the opening time of the CFTR 

channel, which results in higher ion flow; novel 
and KALYDECO®-like

POTENTIATOR

PTI-808

AMPLIFIER

PTI-428

PTI-808 Potentiator

PTI-801 facilitates the processing of mutated 

CFTR protein, which leads to improved delivery of 

the channel to the cell membrane; additive to first 

and second generation correctors

PTI-801 Corrector

PTI-428 Amplifier

PTI-428 selectively increases the amount of 

immature CFTR protein in the cell, which provides 

additional substrate for correctors and potentiators 

to act upon 

KALYDECO®is registered trademark of Vertex Pharmaceuticals Inc.



5 Proprietary and Confidential

PTI Drugs Have Achieved Clinical Proof of Concept as 
Add-ons to ORKAMBI® - Add-on Studies with SYMDEKO® 
and Proprietary Combination Studies Underway

Pre-Clinical Development Clinical Development in CF Subjects

PTI-428+ First Generation Amplifier*&

PTI-801+ Third Generation Corrector*

& Received Breakthrough Therapy Designation and * Fast Track designation from FDA

+ Additive in vitro to first and second generation correctors

Proprietary Combination Therapies

PTI-428/PTI-801/PTI-808

PTI-801/PTI-808

Add-on to Background Modulator Therapies

ORKAMBI® SYMDEKO®
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PTI Drugs Have Potential to Expand Treatment Alternatives 
For CF Patients Either As Add-ons or Alternatives to Current 
CFTR Modulators 

One Molecule Two Molecules Three Molecules Four Molecules Five Molecules

KALYDECO® ORKAMBI® Vertex Triple Vertex Triple + PTI-428
Vertex Triple + PTI-428

+ PTI-801

SYMDEKO® ORKAMBI® + PTI-428 Vertex Triple + PTI-801

PTI-801 / 808 ORKAMBI® + PTI-801
ORKAMBI® + PTI-428

+ PTI-801

SYMDEKO® + PTI-428
SYMDEKO® + PTI-428

+ PTI-801

SYMDEKO® + PTI-801

PTI-801 / 808 + PTI-428

PTI-801 / 808 / 428

PTI Drug Opportunities

Vertex Approved Drugs or Late-stage Drug Candidates

Current and Future CFTR Modulator Therapies

Add-on

PTI Proprietary combination
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PTI-428 and PTI-801 are Differentiated in Doublet, 
Triplet and Quadruplet Combination Formats in vitro

Å PTI doublet # carries comparable activity to Vertex triplet and PTI triplet § is superior to Vertex triplet *
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Although Similar in vitro, SYMDEKO® May Be More Amenable 
Than ORKAMBI® as a Combination Backbone Due to its 
Ivacaftor Concentration in vivo

Å In vitro assay are typically conducted 

with maximum concentrations for all 
compounds and ORKAMBI®
(ivacaftor/lumacaftor) and SYMDEKO® 
(ivacaftor/tezacaftor) appear comparable 

Å However, in CF patients, despite a higher 
daily dose of ivacaftor in ORKAMBI®
(500 mg per day), the exposure achieved 

is only 30% of ivacaftor exposure in 
SYMDEKO®treated patients (300 mg per 

day)(1)

ï Lumacaftor, but not tezacaftor, is a strong 

inducer of CYP3A(1) which metabolizes 

ivacaftor and reduces its exposure in the 

body

ï Lumacaftor is associated with respiratory 

adverse events(1)

Å SYMDEKO®may be a more appropriate 

backbone to show additive early effect of 

add-on CFTR modulators.

(1)ORKAMBI®and SYMDEKO®product labels

Drug exposure 
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CF Study Updates



10 Proprietary and Confidential

PTI-801 Unaffiliated

Orkambi Patients Recruited to PTI Clinical Studies Have 
Experienced a ppFEV1 Decline Before Study Start 
Comparable to PROGRESS Outcomes(1)

ÅPTI has recruited ~100 Subjects  on ORKAMBI® for add on clinical studies with PTI-801 and PTI-428

ÅPTI-428 + ORKAMBI®, PTIôs first study in subjects on background ORKAMBI® therapy, recruited subjects in the 

US that have been on ORKAMBI® for an average of 1.8 years

ÅPTI-801 + ORKAMBI®, PTIôs second study in subjects on background ORKAMBI® therapy, recruited subjects in 

the US that have been on ORKAMBI® for an average of 2.3 years

Å As a group, screened subjects experienced a lung function decline of approximately 3 ppFEV1 per year 

compared to the first 6 months of ORKAMBI® treatment, suggesting a higher than previously described 

annual lung function decline despite CFTR modulator therapy

PTI-801 CFF TDN PTI-801 ECFS CTN

PTI-428 CFF TDN

Overlapping CFF TDN Sites

PTI-428 Unaffiliated

Overlapping Unaffiliated Sites

PTI-428 ECFS CTN

Overlapping ECFS CTN Sites

(1) MW Konstan et al. The Lancet Respiratory Medicine, 2017, Volume 5 , Issue 2 , 107 ï118
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ÅCF Subjects Ó 18 years of age

Å Lung function 40-90% (ppFEV1)

Å Background treatment with ORKAMBI® for a minimum of 3 months according to label

ÅRandomization 4:1 (active:placebo)

Placebo

F508del

Homozygous on

ORKAMBI®

-28 Day 1 7 14

PTI-801 (400 mg)

PTI-801 (200 mg)

PTI-801 (100 mg) n=14

n=13

n=18

n=12

Primary Objectives

Å Evaluate the safety and tolerability of 

PTI-801 in combination with 

ORKAMBI®

Exploratory Objectives

Å Evaluate the treatment effect on sweat 

chloride and weight over time 

Secondary Objectives

Å Evaluate the PK profile of multiple oral 

doses of PTI-801

Å Evaluate the PK profiles of ivacaftor 

and lumacaftor 

Å Evaluate the treatment effect on FEV1

over time 

PTI-801 + ORKAMBI® Study Design

ORKAMBI® Only Lead-in Period 

(screening to baseline on average ~14 days)

PTI-801 + ORKAMBI® Treatment Period 

14 days 
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PTI-801 + ORKAMBI® Disposition Summary

Placebo

Randomized (n=12)

Completed Study

(n=12)

CF Subjects on ORKAMBI®

(n=57)

100 mg

Randomized (n=14)

Completed Study

(n=12)

200 mg

Randomized (n=13)

Completed Study

(n=13)

400 mg

Randomized (n=18)

Completed Study

(n=17)

Å 1 subject in the 100 mg cohort discontinued due to subject decision

Å 1 subject in the 100 mg cohort discontinued due to an adverse event (constipation) prior to dosing

Å 1 subject in the 400 mg cohort discontinued due to an adverse event (pulmonary exacerbation)
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PTI-801 + ORKAMBI® Demographics Summary

Variable
Placebo

(n=12)

100 mg

(n=14)  

200 mg

(n=13)  

400 mg

(n=18)  

Total 

(n=57)  

Age, Year 

(Mean, SD)
26.3 (9.42) 31.0 (9.62) 32.8 (11.30) 29.6 (9.66) 30.0 (9.99)

Baseline ppFEV1 

Percentage point 

(Mean, SD)

61.7 (14.19) 56.8 (11.90) 62.9 (11.06) 62.6 (12.95) 61.1 (12.47)

Baseline Sweat Chloride 

mmol/L 

(Mean, SD)

80.5 (13.41) 78.0 (18.72) 81.6 (14.52) 74.9 (19.84) 78.4 (16.89)

Height, cm 

(Mean, SD)
170.5 (7.29) 166.3 (7.28) 168.6 (9.39) 168.6 (10.12) 168.4 (8.65)

Weight, kg 

(Mean, SD)
64.8 (11.27) 60.7 (9.90) 65.6 (9.15) 63.7 (11.57) 63.6 (10.47)

BMI, kg/m² 

(Mean, SD)
22.2 (3.24) 22.0 (3.80) 23.1 (2.80)(1) 22.2 (2.30) 22.4 (2.98)

(1)  Average BMI in 200 mg cohort is greater than both the recommended 22 (women) and 23 (men) which are recommended 

by the CF Foundation nutrition 
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PTI-801+ ORKAMBI® Study Safety Summary

Å PTI-801 was generally well tolerated

Å No SAEs

Å Most AEs were mild-moderate and the only severe AE was neck pain (unlikely 

related to study drug)

Å No clinically meaningful safety signals in chemistry, hematology lab, ECG

Category
Placebo

(n=12)

100 mg

(n=13)  

200 mg

(n=13)  

400 mg

(n=18)  

Total 

(n=56)  

At Least One AE (n, %) 6 (50.0) 9 (69.2) 8 (61.5) 16 (88.9) 39 (69.6)

Respiratory-related adverse events n (%)

Infective pulmonary exacerbation of 

cystic fibrosis n (%)
1 (8.3) 2 (15.4) 1 (7.7) 2 (11.1) 6 (10.7)

Cough n (%) 0 (0.0) 1 (7.7) 2 (15.4) 0 (0.0) 3 (5.4)

Chest discomfort n (%) 0 (0.0) 1 (7.7) 0 (0.0) 1 (5.6) 2 (3.6)

Dyspnoea exertional n (%) 0 (0.0) 0 (0.0) 1 (7.7) 0 (0.0) 1 (1.8)

Other adverse events n (%)

Headache n (%) 0 (0.0) 2 (15.4) 1 (7.7) 1 (5.6) 4 (7.1)
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Å PTI-801 did not impact ivacaftor and lumacaftor exposures

Å Average PTI-801 exposure at steady state was ~ EC50 at 100 mg and in excess of 

EC75 at 400 mg

PTI-801 Demonstrated Dose-Dependent Increase in 
Exposure and No Drug-Drug Interactions

Lumacaftor & Ivacaftor Exposures PTI-801 Exposure


