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Intellia Therapeutics’ Legal Disclaimer
This presentation contains “forward-looking statements” of Intellia Therapeutics, Inc. (“Intellia”) within the meaning of the Private Securities Litigation Reform
Act of 1995. These forward-looking statements include, but are not limited to, express or implied statements regarding Intellia’s ability to advance and expand
the CRISPR/Cas9 technology to develop human therapeutic products, as well as our CRISPR/Cas9 intellectual property portfolio; our ability to achieve stable
or effective genome editing; our ability to effectively administer one dose or multiple doses of our CRISPR/Cas9-based product candidates; the potential timing
and advancement of our preclinical studies, including continuing non-human primate studies for our Transthyretin Amyloidosis (“ATTR”) program and other
studies for our other programs (such as, alpha-1 antitrypsin deficiency (“AATD”)), and human clinical trials; the timing and potential achievement of milestones
to advance our pipeline, including initiation of investigational new drug (“IND”)-enabling studies and filing INDs; our ability to replicate results achieved in our
preclinical studies, including those in our ATTR, AATD, and primary hyperoxaluria type 1 (“PH1”) programs, in any future studies, including human clinical
trials; our ability to generate data and replicate results relating to enhancements to our proprietary lipid nanoparticle (“LNP”) technology, including its
formulation and components, in preclinical or clinical studies, or that any enhancements will result in an improved product candidate profile; the potential
development of our proprietary LNP- adeno-associated virus (“AAV”) hybrid delivery system to advance our complex genome editing capabilities, such as
insertion; the potential development of in vivo or ex vivo cell therapeutics of all types using CRISPR/Cas9 technology; our intent to generate and present
additional data for organs beyond the liver, and additional insertion/repair data; the intellectual property position and strategy of Intellia’s licensors or other
parties from which it derives rights, as well as third-parties and competitors; actions by government agencies; our growth as a company and the anticipated
contribution of the members of our board of directors and our executives to our operations and progress; the impact of our collaborations on our research and
development programs; the potential commercialization opportunities, including value and market, for our product candidates; our expectations regarding our
uses of capital, expenses, future accumulated deficit and other 2019 financial results; and our ability to fund operations into 2021.

Any forward-looking statements in this presentation are based on management’s current expectations and beliefs of future events, and are subject to a
number of risks and uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking
statements. These risks and uncertainties include, but are not limited to: uncertainties related to the initiation and conduct of studies and other development
requirements for our product candidates; the risk that any one or more of Intellia’s product candidates will not be successfully developed and commercialized;
the risk that the results of preclinical studies will not be predictive of future results in connection with future studies; and the risk that Intellia’s collaborations
with Novartis or Regeneron or its other ex vivo collaborations will not continue or will not be successful; and risks related to Intellia’s ability to protect and
maintain our intellectual property position; risks related to the ability of our licensors to protect and maintain their intellectual property position. For a discussion
of these and other risks and uncertainties, and other important factors, any of which could cause Intellia’s actual results to differ from those contained in the
forward-looking statements, see the section entitled “Risk Factors” in Intellia’s most recent annual report on Form 10-K and quarterly reports on Form 10-Q
filed with the Securities and Exchange Commission, as well as discussions of potential risks, uncertainties, and other important factors in Intellia’s other filings
with the Securities and Exchange Commission. All information in this presentation is as of the date of the release, and Intellia Therapeutics undertakes no duty
to update this information unless required by law.
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Intellia's Modular Non-Viral Delivery of CRISPR/Cas9 Addresses 
Disease at the Genetic Level

Key Advantages of LNP Delivery

• Large cargo capacity for CRISPR/Cas9 

• Transient expression  

• Scalable synthetic manufacturing 

• Redosing capability 

• Low immunogenicity 

• Well-tolerated

• Biodegradable 

• Adjustable range of tissue tropism

Cas9

Hao1 gRNA

Ldha gRNA

Lipid Nanoparticles (LNPs)

Example: 
ATTR gRNA

Cas9
mRNA

Variable portion of Intellia's modular 
LNP-based liver knockout approach 
limited to 20mer of gRNA 

AAAA
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Renal Failure and Systemic Disease1 Often Result from Oxalate 
Overproduction Associated with Primary Hyperoxaluria Type 1 (PH1)

1J Am Soc Nephrol. 2015; 26:2559-2570.   2N Engl J Med. 2013; 369:649-658.   * Assumes prevalence numbers in U.S. are similar to Europe

Retinal Oxalosis

Cardiomyopathy

Nephrocalcinosis
Renal Stones
End-Stage 
Renal Disease 
(ESRD)

Skeletal
Involvement

Primary Hyperoxaluria Type 1 (PH1)

Oxalate
over-

production

Kidney Stones
Liver transplant is only curative option1

Significant proportion of pediatric patients given 
median age at onset of 5.5 years2

Rare disease with prevalence of ~1-3 per million;1 

Potentially ~1,000 patients in U.S.*
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Kidney Stones

AGXT
AGXT mutations 
produce nonfunctional 
AGT protein

LDHAHAO1

Oxalate
over-

production

In People with PH1, the Production of Surplus Oxalate Combines 
with Calcium to Form Insoluble Deposits

Potential to treat PH1 with either:
1. CRISPR/Cas9-mediated knockout of LDHA* or
2. CRISPR/Cas9-mediated knockout of HAO1*

1

2

* Gene symbols for humans, non-human primates and other domestic species are italicized and all in upper-case. 
Gene symbols for mice and rats are italicized, with only the first letter in upper-case.



6

CRISPR-Mediated Knockout of LDHA Disrupts LDHA Protein Production 

*Graphic depicts CRISPR-mediated LDHA knockout in PH1 patient only, although this treatment approach addresses all three forms of PH (PH1, PH2 and PH3)

Treatment Hypothesis 1 for PH1 Patient*

LDHA
Oxalate levels are reduced 
upon LDHA knockout

Oxalate
regulated
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In Vivo Ldha Gene Editing Levels Following Single Dose of CRISPR/Cas9 
LNPs Correlate with Urinary Oxalate Decrease in PH1 Mouse Model1

Control

0.25 mg/kg
0.5 mg/kg

1 mg/kg
2 mg/kg

Lead Guide2 Achieved Robust Editing Increased Editing and Reduction in 
Urinary Oxalate Are Dose-Responsive3

1PNAS. 2006; 103 (48):18249-18254.     2Intellia designed and screened guides     3University of Alabama at Birmingham tested best guide in the Agxt KO mouse model for efficacy  

R² = 0.93
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63% Oxalate Reduction Sustained for at Least 15 Weeks, Following Single 
Dose of CRISPR/Cas9 LNPs at 1 mg/kg in PH1 Mouse Model

1Nephrology Dialysis Transplantation 1999; 14:2556-2558. 2Biochim Biophys Acta 2016; 1862(2):233-239.

Therapeutic range
(>30% oxalate reduction)1

Normal range (wildtype mouse)
(80 - 122 ug oxalate / mg creatinine)2

Ldha Knockout Results in Sustained Oxalate Reduction
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CRISPR-Mediated Knockout of Ldha Reduces LDHA Protein Production; 
Effect Sustained for at Least 15 Weeks in PH1 Mouse Model

Control

LDHA LNP (1mpk)

Control

LDHA LNP (1mpk)

LDHA Protein Reduction 
Correlates with Indel Frequency

*Western Blot quantification

Control

0.3 mg/kg
1 mg/kg
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regulated

HAO1 knockout results in reduction 
of oxalate precursor, glyoxylate

CRISPR-Mediated Knockout of HAO1 Disrupts Glycolate-to-Glyoxylate 
Conversion, Addressing PH1

Treatment Hypothesis 2 for PH1 Patient

Oxalate
regulated

HAO1
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HAO1 Protein Reduction Correlates 
with Indel Frequency

Hao1 Knockout Results in 
Sustained Oxalate Reduction 

* Western Blot quantification

57% Oxalate Reduction Sustained for at Least 15 Weeks, Following Single 
Dose of CRISPR/Cas9 LNPs at 1 mg/kg in PH1 Mouse Model

1Nephrology Dialysis Transplantation 1999; 14:2556-2558. 2 Biochim Biophys Acta 2016; 1862(2):233-239.

Control

0.3 mg/kg
1 mg/kg

Therapeutic range
(>30% oxalate reduction)1

Normal range (wildtype mouse)
(80 - 122 ug oxalate / mg 
creatinine)2
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Key 
Takeaways

• Urinary oxalate reduction sustained for at least 15 weeks in PH1 
mouse model following a single administration

63%
57%• Hao1 knockout:

• Ldha knockout:

12
1Nephrology Dialysis Transplantation 
1999; 14:2556-2558.

• Modularity of Intellia's platform enables independent, one-time 
therapeutic approaches for PH1 by swapping guide alone

• Editing of Ldha or Hao1 gene each results in therapeutically 
relevant reduction of oxalate (>30% oxalate reduction1) in PH1 
mouse model:

Urinary oxalate 
level reduction
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