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Forward Looking Statements Disclaimer 
This presentation contains certain forward-looking statements with respect to the business of Corino Therapeutics, Inc. (“Corino”) and certain of its plans and 

objectives.  These forward-looking statements can be identified in this presentation by the fact that they do not relate only to historical or current facts, 

including, without limitation, statements about the development of Corino’s product candidates.  Forward-looking statements often use words “expect”, 

“intend”, “anticipate”, “plan”, “may”, “should”, “would”, “could” or other words of similar meaning.  These statements are based on assumptions and 

assessments made by Corino in light of industry experience and perception of historical trends, current conditions, expected future developments and other 

appropriate factors.  By their nature, forward-looking statements involve risk and uncertainty, and the factors described in the context of such forward-looking 

statements in this presentation could cause actual results and developments to differ materially from those expressed in or implied by such forward-looking 

statements.  Should one or more of these risks or uncertainties materialize, or should underlying assumptions prove incorrect, actual results may vary materially 

from those described in this presentation.  Corino assumes no obligation to update or correct the information contained in this presentation, whether as a result 

of new information, future events or otherwise, except to the extent legally required. 

The statements contained in this presentation are made as at the date of this presentation, unless some other time is specified in relation to them, and service 

of this presentation shall not give rise to any implication that there has been no change in the facts set out in this presentation since such date.  Nothing 

contained in this presentation shall be deemed to be a forecast, projection or estimate of the future financial performance of Corino, except where expressly 

stated. 

This presentation is strictly confidential, is for informational purposes only and may not be relied upon in connection with the purchase or sale of any security. 

You may not disclose any of the information contained herein to any other parties without our prior express written permission. This presentation is being 

made in reliance upon Section 105(c) of the Jumpstart Our Business Startup Act of 2012 and is intended solely for investors that are either qualified 

institutional buyers or institutions that are accredited investors (as such terms are defined under Securities and Exchange Commission (“SEC”) rules). This 

presentation shall not constitute an offer to sell or the solicitation of an offer to buy any securities, 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 SEC, after such 

registration statement becomes effective. No such registration statement has been filed, or become effective, as of the date of this presentation. 
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Topics 
1. CRX-1008 background 

2. Ongoing and completed clinical evaluation 

3. Future clinical trials 



What is CRX-1008? 

o A novel modified release formulation of tolcapone specifically engineered for ATTR 

• Twice daily oral dosing 

 

 

 

o Tolcapone, the active drug in CRX-1008, was approved in 1998 as an adjunctive treatment for 
Parkinson’s Disease 

• Inhibitor of catechol-O-methyltransferase (COMT) 

• Current use in Parkinson’s Disease is in combination with levodopa to slow its metabolism 

• Fast half-life in circulation after oral dosing 

• Crosses the blood brain barrier 
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Potential Treatment of All Forms of ATTR 

o Potent Kinetic Stabilizer 

• Binds with high affinity to TTR (4X lower IC50 than tafamidis) 

• Lowest negative binding cooperativity of kinetic stabilizers 

o Other mechanisms that reduce the instability of TTR tetramer 

o Fibril disruptor 

o Crosses the blood brain barrier 

o Enhance neurotransmitter levels in the CNS 
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CRX-1008 



© 2019 Corino Therapeutics  6 

Sekijima Y, Wiseman RL, Matteson J, Hammarström P, Miller SR, Sawkar AR, Balch WE, Kelly JW., The biological and chemical basis for tissue selective amyloid disease, Cell. 2005 Apr 8;121(1):73-85. 

Martins da Silva A, Cavaco S, Fernandes J, Samões R, Alves C, Cardoso M, Kelly JW, Monteiro C, Coelho T., Age-dependent cognitive dysfunction in untreated hereditary transthyretin amyloidosis, J Neurol. 2018 Feb;265(2):299-307 

 

There is Growing 
Recognition of 
Ocular and CNS 
Involvement in ATTR 



Proof of Concept Clinical Studies in ATTR 
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# Subjects Duration Drug Arms Objective Status 

STUDY 

1 

P2 in hATTR-PN 17 V30M/HV Subjects 1 day API 
Stabilization:

plasma COMPLETED1 

STUDY 

2 

P2 in hATTR-PN 8 V30M | 1 G47R Patients 1 week API 
Stabilization: 
CSF/plasma 

Completed 
(data analysis ongoing) 

STUDY 

3 

P2 in hATTR-Lepto 9 Lepto Patients 1 month API 
Stabilization: 
CSF/plasma 

Completed 
(data analysis ongoing) 
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Vall d'Hebron University Hospital, Barcelona (Spain) 

V30M TTR and wt-TTR (N=17) 

Endpoints: 

• Plasma Stabilization 

• Safety 

P2 Study in hATTR-PN 
Patients 

STUDY 

1 Screening Phase A 
6-Week 
Washout 

Phase B 

Phase A 

Hour     2                8                                   24             32 

200mg 

Phase B 

Hour     2      4        8      10                         24             32 

100mg 



CRX-1008 Demonstrates Near Complete TTR Stabilization 

o 17 participants 

o Near complete stabilization at 2 hours 
after single dose 

o <50% of maximal effect at 8 hours 

o No effect detectable after 24 hours 

o Maximum stabilization occurs at a CRX-
1008 plasma concentration of 2.7 mg/ml 
(9.9 mM) after a single dose (50% at 0.5 
mg/ml (1.8 mM)) 
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Phase A 

Gamez J, Salvadó M, Reig N, Suñé P, Casasnovas C, Rojas-Garcia R, Insa R., Transthyretin stabilization activity of the catechol-O-methyltransferase inhibitor tolcapone (SOM0226) in hereditary ATTR amyloidosis patients and asymptomatic carriers: proof-of-concept study., 
Amyloid. 2019 Jun;26(2):74-84. 



CRX-1008 Demonstrates Near Complete TTR Stabilization 

o 15 participants 

o Near complete stabilization at 2 hours 
and 10 hours (2 hours after last dose 
administered) 

o No effect between 24 and 32 hours 

o Maximal stabilization occurs at a CRX-
1008 plasma concentration of 1.5-2.0 
mg/ml (5.5-7.3 mM) after multiple doses 
of CRX-1008 

o No AEs 
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Phase B 

Gamez J, Salvadó M, Reig N, Suñé P, Casasnovas C, Rojas-Garcia R, Insa R., Transthyretin stabilization activity of the catechol-O-methyltransferase inhibitor tolcapone (SOM0226) in hereditary ATTR amyloidosis patients and asymptomatic carriers: proof-of-concept study., 
Amyloid. 2019 Jun;26(2):74-84. 



7-Day P2 Study in 
hATTR-PN Patients 
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(Shinshu University Hospital, Matsumoto, Japan) 

STUDY 

2 hATTR-PN Patients 
(8 V30M, 1 G47R) 

N=9 

Key Inclusion 
Criteria 

• Biopsy proven 
amyloid deposition 

• Genotyping of 
variant TTR 

 

Patient randomized 
to either 100mg TID 
or 200mg TID 

Endpoints 

Primary  

Effect of CRX-1008 on 
plasma and CSF TTR 
tetramer stability 

Secondary  

Safety& tolerability 

Treatment 
for 1 week 



28-Day POC Study in 
hATTR-Leptomeningeal 
Patients 
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(Boston University, Boston, MA, USA) 

STUDY 

3 hATTR-PN Patients 

(Leptomeningeal) 

N=9 

Key Inclusion 
Criteria 

• Biopsy proven 
amyloid deposition 

• Genotyping of 
variant TTR 

• Documented CNS 
disease or 
leptomeningeal 
variant 

 

Endpoints 

Primary  

Effect of CRX-1008 on 
plasma and CSF TTR 
tetramer stability 

Preliminary efficacy 
variable 

Secondary  

Safety and tolerability 

Patient 
receives 
100mg 
TID 

Tx for 
2 week 

Patient 
receives 
200mg 
TID 

Tx for 
2 week 



Upcoming Clinical Trials 
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CRX-1008 

Number of 
Subjects 

Duration Drug Arms Objective Start Date 

Est. 110-150 12+ mo. 
• Placebo/other 

•CRX-1008 

• Biomarker 

•Clinical benefit 
2020 

Est. 25-50 24+ mo. 
• Placebo 

•CRX-1008 

• Biomarker 

• Imaging 

•Clinical Benefit 

2020 

Unknown 24+ mo. 
•Active 

•CRX-1008 

• Biomarker 

• Imaging 

•Clinical Benefit 

Planning 
Stages 

PHASE 

3 
hATTR-
Leptomeningeal/ 
CNS 

PHASE 

3 hATTR-PN 

PHASE 

3 ATTR-CM 
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