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Certain statements in this presentation, contain forward-looking statements within the meaning of the U.S. Private Securities 

Litigation Reform Act of 1995. Any statements in this presentation regarding the business of Mirati Therapeutics, Inc. (ñMiratiò) 

that are not historical facts may be considered "forward-looking statements," including without limitation statements regarding 

Miratiôs development plans and timelines, potential regulatory actions, expected use of cash resources, the timing and results of 

preclinical and clinical trials, including without limitation the MRTX849 and sitravatinib clinical trials, and the potential benefits of 

and markets for Miratiôs product candidates. Forward-looking statements are typically, but not always, identified by the use of 

words such as "may," ñwill,ò "would," "believe," "intend," "plan," "anticipate," "estimate," ñexpect,ò and other similar terminology 

indicating future results. Forward-looking statements are based on current expectations of management and on what 

management believes to be reasonable assumptions based on information currently available to them, and are subject to risks 

and uncertainties. Such risks and uncertainties may cause actual results to differ materially from those anticipated in the 

forward-looking statements. Such risks and uncertainties include without limitation potential delays in development timelines, 

negative clinical trial results, reliance on third parties for manufacturing and development efforts, changes in the competit ive

landscape, changes in the standard of care, as well as other risks detailed in Miratiôs recent filings on Forms 10-K and 10-Q with 

the U.S. Securities and Exchange Commission. Except as required by law, Mirati undertakes no obligation to update any 

forward-looking statements to reflect new information, events or circumstances, or to reflect the occurrence of unanticipated 

events.

April 14, 2020

Safe Harbor Statement
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Miratiôs Management Team

Applying Proven Approaches to Oncology Development

Oncology Experience

Dan Faga
CHIEF OPERATING OFFICER

ÅCBO at Spark Therapeutics responsible for strategy, portfolio 
planning and execution. 

Å Managing Director at Centerview Partners, extensive experience 
in biopharma growth / financial advisory and business 
development.

Charles M. Baum, M.D., 

Ph.D.
CHIEF EXECUTIVE OFFICER

ÅSVP Clinical Research, Pfizer

Å Leader of Key Oncology Programs: Ibrance, Xalkori, Sutent, Inlyta & 
Temodar

James Christensen, 

Ph.D.
CHIEF SCIENTIFIC OFFICER

ÅHead of Precision Research, Oncology Research Unit, Pfizer

Å Deep experience in precision oncology with Ibrance, Xalkori, 
Sutent & Inlyta

Ben Hickey
CHIEF COMMERCIAL OFFICER

ÅCCO at Halozyme Therapeutics, built strong commercial oncology 
organizations, strategic marketing development and oversight of 
numerous successful global product launches at BMS including 
Opdivo.

Isan Chen, M.D.
CHIEF MEDICAL OFFICER

ÅCMO at Aragon Pharmaceuticals 

Å Previously VP at Pfizer with Ibrance, Xalkori, Sutent & Inlyta

http://www.ibrance.com/
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Phase 3

Multiple Near-Term Catalysts Across Portfolio

NSCLC = non-small cell lung cancer; CRC = colorectal cancer; RCC = renal cell cancer; HCC = hepatocellular cancer; OC = ovarian cancer, IND = Investigational New Drug application; Tislelizumab (BeiGeneôs anti PD-1) 

1) BeiGene is currently running a subset of combination studies of sitravatinib + tislelizumab in Asia for multiple solid tumor indications. BeiGene has Asian commercialization rights (ex-Japan) for sitravatinib as part of 

our development and commercialization agreement (Jan. 2018). BeiGene is responsible for additional data disclosures.

Preclinical Phase 1/1b Phase 2 Near-Term MilestonesIndication

Sitravatinib
Multi Kinase

Inhibitor

Sitravatinib
+ PD-1

NSCLC

Bladder, RCC, 

HNSCC
Additional data in 2020 

Additional data in 2020

SAPPHIRE ï2nd / 3rd Line CPI Refractory

Mirati-run Studies / ISTs

P2 matured OS analysis: 2H 2020

Interim OS Analysis: YE 2021

MRTX849
KRAS G12C Inhibitor

MRTX849
monotherapy

NSCLC, CRC,

Pancreatic

Initiated Q1 2020MRTX849 + PD-1

NSCLC

Enrolling P2 NSCLC registration cohort

NSCLC Duration data 2020
KRYSTAL ï2nd Line +

1st Line

G12D Inhibitor
Pancreatic, CRC, 

NSCLC

Initiated IND enabling studies

Preclinical data in 2020

KRAS G12D

Inhibitor

Initiate Mid-2020

Initiated Q1 2020CRC

Initiate Mid-2020

MRTX849 + CDK4/6

MRTX849 + 

cetuximab (EGFR)

MRTX849 + 

afatinib (pan-EGFR)

2nd Line

2nd Line

2nd Line

MRTX849
KRAS G12C Inhibitor

- Combinations

Initiate Mid-2020NSCLC, CRC
MRTX849 + 

TNO155 (SHP2)
2nd Line

BeiGene (1)
NSCLC, HCC, 

RCC, OC, Gastric
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Targeted Oncology 

MRTX849: KRAS G12C Inhibitor
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KRAS is the Most Frequently Mutated Gene in Human Cancer

MRTX849 KRAS G12C Inhibitor

KRAS Signaling Abnormal KRAS Signaling 

Mutated KRAS activity is uncontrolledA key regulator of cell growth and survival

6
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1. Mirati frequency estimates based upon the following sources and underlying databases: Zehir A et al, Mutational landscape of metastatic cancer revealed from prospective clinical sequencing of 10,000 

patients. Nat Med. 2017;23(6):703-713.; Campbell et al, Nature Genetics2016 ñDistinct patterns of somatic genome alterations in lung adenocarcinomasò; Bailey P et al, Nature 2016 ñGenomic analyses 

identify molecular subtypes of pancreatic cancerò;MSKCC Cancer Hot Spots database; NIH TCGA: The Cancer Genome Atlas

2. Mirati estimates based on epidemiology data reported in Globocan 2022 (accessed January 2019) and frequencies by mutation. Rounded to the nearest 100.

KRAS G12C Mutations Occur Frequently in Multiple Tumor Types

Prevalent in Tumors with High Unmet Need
KRAS G12C Mutational Frequencies1

NSCLC
adenocarcinoma

14% ~ 44,000

Total US/EU 

Pts (2)

MRTX849: KRAS G12C Inhibitor

4%

2%

~ 20,000

~ 4,000

Large Patient Population
US and EU Patients2
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1. Data Presented at 2019 AACR-NCI-EORTC Conference

2. Stites and Shaw, CPT Pharmacometrics Syst. Pharmacol. (2018)

MRTX849 KRAS G12C Inhibitor

MRTX849: Potential Best-in-Class Attributes Maximize Systemic Exposure

Greater tissue distribution ensures optimal target coverage 

during the dosing interval 

Longer half life ensures the pathway is maximally inhibited 

between dosing intervals due to the regeneration of the 

KRAS protein approximately every 24-48 hours which can 

then reactivate the pathway(2) 

Projected Human Volume 

of Distribution >10 L/Kg 

Human Half Life   

>24 hours(1) 

Tissue Distribution 

Half Life 

MRTX849 designed to Fully Suppress Mutant KRAS G12C Signaling
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MRTX849: KRAS G12C Inhibitor

Phase 1/2 Clinical Trial of MRTX849 in Patients with KRAS G12C+ Tumors
Presented at 2019 AACR-NCI-EORTC Conference

Study Population

ÅSolid tumor with KRAS

(p.G12C) mutation based on 

Sponsor-approved test

ÅUnresectable or metastatic 

disease

ÅNo available treatment with 

curative intent

ÅNo active brain metastases

Study Endpoints

ÅSafety 

Å PK/PD

ÅClinical Activity

150 mg 

(QD)

N=1

300 mg 

(QD)

N=1

600 mg 

(QD)

N=2

1200 mg QD

N=1
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Doses Evaluated

Expansion

ClinicalTrials.gov Identifier: NCT03785249

600 mg BID

N=12

Data cut-off date: 11-Oct-2019

Patient subsequently dose escalated:

300 mg (QD) 600 mg (QD) 600 mg (BID)

Patient subsequently dose escalated:

600 mg (QD) 600 mg (BID)
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MRTX849: KRAS G12C Inhibitor

Initial Data from Phase 1/2 Clinical Trial of MRTX849 Show Overall 

Favorable Tolerability

Data cut-off date: 11-Oct-2019

Patient Incidence of Treatment Related AEs (>10%)

Treatment-Related AEs (N=17)
Grade 1

n

Grade 2

n

Grade 3

n

Diarrhea 6 6 0

Nausea 8 2 0

AST Increased 5 0 0

Vomiting 4 1 0

Fatigue 2 1 1

ALT Increased 3 0 0

Creatinine Increased 3 0 0

Abdominal Distension 2 0 0

Abdominal Pain 2 0 0

Alkaline Phosphatase Increased 1 1 0

Treatment-Related AEs (N=17)
Grade 1

n

Grade 2

n

Grade 3

n

Anemia 0 2 0

Decreased Appetite 2 0 1

Dehydration 0 2 0

Dry Mouth 2 0 0

Dysgeusia 0 2 0

Dyspnea 0 1 1

QT Prolonged 1 1 0

Hypomagnesemia 2 0 0

Rash 2 0 0

Dose limiting toxicities observed: 1200 QD capsule burden intolerable (12 capsules); 600 mg BID grade 3/4 amylase/lipase increase, 

isolated enzyme elevation without pancreatitis (only treatment related Grade 4 AE observed)

Data Presented at 2019 AACR-NCI-EORTC Conference
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CRCNSCLCNSCLCNSCLC CRCAppCRC AppCRC NSCLC

Evaluable Patients 

at All Doses

NSCLC
ORR: 3/6

DCR: 6/6

CRC
ORR: 1/4

DCR: 3/4

Append
ORR: 0/2

DCR: 2/2

NSCLCNSCLC

ORR: Overall Response Rate

DCR: Disease Control Rate

(SD+PR at 6 weeks)

600 mg (BID)150 mg (QD) 300 mg (QD) 600 mg (QD)Initial Dose:

PR

PR

PR

PR

SD

SD

SD

SDSDSD

SDSD

ÿ

À

À

Ϡ

*    Based on local radiographic scans every 6 weeks using RECIST 1.1 criteria

Patient on study  (off study patients: 1 progressive disease, 1 global deterioration of health, 1 patient withdrawal of consent due to travel constraints)

Response yet to be confirmed (on study but only 1 scan)ÀConfirmed response (1st scan: -37%, 2nd scan: -47%);ÿ

Patient had confirmed PR post data cut-off (1st scan: -33%, 2nd scan: -43%)Ϡ

MRTX849: KRAS G12C Inhibitor

Initial MRTX849 Data Show Activity, Clinical Efficacy and Tolerability 

Across Multiple G12C+ Tumor Types

Data cut-off date: 11-Oct-2019

All Evaluable Patients: Best Tumor Response* (N=12)

Data Presented at 2019 AACR-NCI-EORTC Conference
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MRTX849: KRAS G12C Inhibitor

Initial Data in Phase 1/2 Clinical Trial of MRTX849 at 600mg BID 

Demonstrate Efficacy and Tolerability

Evaluable Patients 

at 600mg BID

NSCLC
ORR: 3/5

DCR: 5/5

CRC
ORR: 1/2

DCR: 2/2

Append
ORR: 0/2

DCR: 2/2

BID:   Twice a Day Dosing

ORR: Overall Response Rate

DCR: Disease Control Rate

(SD+PR at 6 weeks)

Data cut-off date: 11-Oct-2019

*    Based on local radiographic scans every 6 weeks using RECIST 1.1 criteria

Patient on study  (off study patient: 1 patient withdrawal of consent [travel constraints])

Response yet to be confirmed (on study but only 1 scan);ÀConfirmed response (1st scan: -37%, 2nd scan: -47%);ÿ

Patient had confirmed PR post data cut-off (1st scan: -33%, 2nd scan: -43%)Ϡ
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(N=2)

CRC

(N=2)

NSCLC 

(N=5)

600 mg (BID)Dose:

PR
ÿ PR

PR

PR

SD

SD

SD
SDSD

À

À

Ϡ

600mg BID Dose Patients: Best Tumor Response* (N=9)

Data Presented at 2019 AACR-NCI-EORTC Conference
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MRTX849: KRAS G12C Inhibitor

Early MRTX849 Duration Data Encouraging in KRAS G12C+ Tumors
E
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Duration of Treatment (Weeks) CRC AppendicealTumor Type: NSCLC

SD

SD

SD

SD

SD

SD

SD

SD

PR

PR

PR

PR

On Study

First Response

Disease Progression

Best Response

Duration on Treatment (as of 11-Oct-2019)

NSCLC (N=6): 6.7 - 38.6 weeks

CRC (N=4): 9.9 - 30.1 weeks

Appendiceal (N=2): 10.7 - 20.7 weeks

a

b

c

Dose:  a. 150 mg QD; b. 300 mg QD; c. 600 mg QD; all other patients received 600 mg BID

Data cut-off date: 11-Oct-2019

All Evaluable Patients: Duration of Treatment (N=12)
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MRTX849: KRAS G12C Inhibitor

Case Study #1: NSCLC Patient

Presented at the AACR-NCI-EORTC Meeting in October 2019 

Data cut-off date: 11-Oct-2019

Demographics

45 year old female with metastatic adenocarcinoma, former smoker

Molecular Characteristics 

Á KRAS G12C mutation (c.34G>T)

Á KEAP1 (K97M)

Á STK11 (E223*)

Treatment History

Á Carboplatin/pemetrexed/pembrolizumab

Á Docetaxel

Á Investigational treatment with binimetinib plus palbociclib

Á Best response on prior regimens was SD

Best Response

Á Deepening of response over time.

Á Marked clinical improvement within 2 weeks, including complete 
resolution of baseline cough and oxygen dependency.

Á ϠThis patient had confirmed PR post data cut-off (1st scan: -33%, 

2nd scan: -43%)
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MRTX849: KRAS G12C Inhibitor

Case Study #2: CRC Patient
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TL2

-37%

-47%

Demographics

47 year old KRAS (p.G12C) female with adenocarcinoma of the left 
colon with extensive metastases involving the liver, peritoneum, 
ovaries and lymph nodes, never smoked

Treatment History

Á FOLFOX/bevacizumab, partial response

Á Capecitabine monotherapy, no response

Á FOLFIRI/bevacizumab, no response 

Á Investigational antibody drug conjugate, no response

Best Response

Á PR: 37% reduction at first scan, confirmed PR with 47% 
reduction at second scan.  The patient remained on study as 
of the cut-off date.

Á Marked clinical improvement within 3 weeks and a visible 
decrease in size of her umbilical Sister Mary Josephôs nodule.

Presented at the AACR-NCI-EORTC Meeting in October 2019 

Data cut-off date: 11-Oct-2019
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MRTX849 Monotherapy Development Plan 
Existing Phase 1/2 Protocol Potentially Supports Monotherapy Registrations

NSCLC

Enrollment in Expansion 

Cohort Complete

Enrolling 

Registrational Cohort

Potential for Single Arm 

Accelerated Approval Pathway

(ORR >30%, DOR median 6 months)

CRC

Confirm 

monotherapy activity

Potential for Single Arm 

Accelerated Approval Pathway

(ORR >20%, DOR median 4 months)

Enrollment in Expansion 

Cohort Complete

Pancreatic and Others

Confirm 

Monotherapy Activity

Potential for Pancreatic or 

Tumor Agnostic Approval 

Pathway

Enrolling Expansion 

Cohort
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PD-1 Combinations: Result in Durable Complete Regressions 

with MRTX849 in vivo

Á KRAS G12C NSCLC tumors have elevated levels of 

tumor mutational burden and PD-L1 expression.

Á MRTX849 treatment stimulated anti-tumor immunity 

by recruiting CD4+ and CD8+ T cells in KRAS G12C 

positive mutant tumors.

Á MRTX849 combined with a PD-1 inhibitor may 

optimize efficacy in first line treatment.

1. Preliminary results from MRTX849 testing in CT26 Clone E3 G12C syngeneic mouse model

KRAS G12C Inhibition Combined with Checkpoint 

Inhibitor Therapy Demonstrates Durable Complete 

Regressions In-Vivo1

MRTX849 100mg/kg

Vehicle

PD-1 10mg/kg IP

MRTX849 + PD-1

MRTX849: KRAS G12C Inhibitor ïCombinations
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EGFR and SHP2 Combinations with MRTX849 Optimized to Combat RAS 

Pathway Reactivation

1. KYSE-410 xenograft model (MRTX849 100mg/kg; RMC-4550 30mg/kg);  2. LU11692 xenograft model (MRTX849 100mg/kg; afatinib 12.5mg/kg)  

MRTX849: KRAS G12C Inhibitor ïCombinations

Vehicle

Dosing Stopped

MRTX849 and SHP2 Inhibitor1

MRTX849 + RMC-4550 (SHP2)

MRTX849

RMC-4550 (SHP2)

MRTX849 and EGFR Inhibitor2
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3
)

Treatment (Days)

MRTX849

Vehicle

afatinib (pan-EGFR)

MRTX849 + afatinib (pan-EGFR)



19

MRTX849: KRAS G12C Inhibitor

MRTX849 Combination Development Plan
Phase 1/2 Protocol Includes Combination Arms

MRTX849: KRAS G12C Inhibitor ïCombinations 

MRTX849 + Pembrolizumab 

(PD-1 Combination) 

Preclinical data demonstrates durable 

complete responses 

Path to 1st Line 

Combination cohort initiated Q1 2020:

MRTX849 at 600mg BID; PD-1 full dose

Preclinical combo data demonstrates 

effectiveness; Positive results in EGFR 

combo with bRAF/MEK (Beacon trial)

supports clinical plan

Combination cohort initiated Q1 2020:

MRTX849 at 600mg BID; PD-1 full dose

MRTX849 +

Cetuximab (EGFR) 

Preclinical combination data 

supports approach 
To begin enrollment in Mid-2020

MRTX849 +

pan-EGFR Inhibitor (afatinib) 

SHP2 acts upstream and shifts KRAS 

into GDP state which enhances 

MRTX849 activity

To begin enrollment in Mid-2020

MRTX849 + 

TNO155 (SHP2)

(Novartis) 

MRTX849 +

CDK 4/6 Inhibitor 

NSCLC

CRC

NSCLC

NSCLC & CRC

Combination Rationale Status
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Large Patient Population: KRAS G12C incidence is 

~24,500 in the U.S. alone (2)

Large Commercial Opportunity: Addressable Patient 

population is ~7X larger than the $1.4B ALK market (3)

MRTX849 Summary: A Potential Best-in-Class KRAS G12C Inhibitor

Á Long half life: >24-hour human half life maintains 

full inhibition of KRAS G12C(1)

Á Volume of Distribution: Projected Human Volume 

of Distribution >10 L/Kg

Monotherapy: Phase 2 registration trial started enrolling in 

Q1 2020

Combinations: PD-1 and EGFR cohorts initiated in Q1 

2020; SHP2, pan-EGFR inhibitor and CDK 4/6 cohorts 

initiating in Mid 2020

MRTX849: KRAS G12C Inhibitor

Initial Clinical Data Demonstrate Efficacy & Tolerability

Significant Commercial Potential Potential Registration Pathways

1. Data Presented at 2019 AACR-NCI-EORTC Conference 

2. Mirati estimates based on epidemiology data reported in Globocan 2022 (accessed January 2019) and frequencies by mutation

3. ALK market: 2018 worldwide sales 

Clinical Attributes of MRTX849

Evaluable Patients 

at 600mg BID

NSCLC
ORR: 3/5

DCR: 5/5

CRC
ORR: 1/2

DCR: 2/2

Append
ORR: 0/2

DCR: 2/2
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Targeted Oncology

KRAS G12D Program

21
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1. Mirati frequency estimates based upon the following sources and underlying databases: Zehir A et al, Mutational landscape of metastatic cancer revealed from prospective clinical sequencing of 10,000 patients. Nat Med. 2017;23(6):703-713.; Campbell et al, Nature Genetics 2016 ñDistinct 

patterns of somatic genome alterations in lung adenocarcinomasò; Bailey P et al, Nature 2016 ñGenomic analyses identify molecular subtypes of pancreatic cancerò; MSKCC Cancer Hot Spots database; NIH TCGA: The Cancer Genome Atlas 

2. Sources: Zehir, Ahmet et al. Nature Med 23 2017 ñMutational Landscape of Metastatic Cancerò; Krakstad et al. PLoS One2012, ñHigh-Throughput Mutation Profiling of Primary and Metastatic Endometrial Cancersò;  NIH TCGA: The Cancer Genome Atlas; cbioportal.org

3. Mirati estimates based on epidemiology data reported in Globocan 2022 (accessed November 2019) and frequencies by mutation; RET estimate does not include thyroid cancer. Rounded to the nearest 100.

4. Mirati estimates based on epidemiology data reported in Globocan 2022 (accessed January 2019) and frequencies by mutation. Rounded to the nearest 100.

KRAS G12D: Significant Patient Population with High Unmet Need

Large Patient Population
US and EU Patients1,4
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Frequency of G12C & G12D 

by Tumor Type

KRAS

G12C

Endometrial 

68,000

179,000

KRAS G12D Inhibitor

KRAS G12C1 KRAS G12D2

Total US & EU Patients3

6%

NSCLC
adenocarcinoma

14%

Colorectal 
4%

Pancreatic
2%

~20,000

~4,000

~44,000

~71,000

~81,000

~15,000

~13,000

Pancreatic
36%

NSCLC
adenocarcinoma

4%

Colorectal 
4%
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Miratiôs KRAS G12D Program

KRAS G12D Inhibitor

Sub-nanomolar to single digit nanomolar 

potency across multiple cellular models of KRAS G12D
Potency

>1000-fold selectivity for wild Type KRASHighly Selective

Demonstrated clear tumor regression in G12D+ 

non-clinical cancer models including pancreatic 

adenocarcinoma xenograft models
Anti-Tumor Activity

Investigational New Drug (IND)-enabling Studies Underway
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Sitravatinib + Checkpoint Inhibitors

24
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Sitravatinib Restores Immune Responses Through Inhibition of Immunosuppressive 

Signaling in the Tumor Microenvironment

Sitravatinib + Checkpoint Inhibitors


