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MEDIA UPDATE 

 

Novartis announces early clinical data for unique 
KRASG12C inhibitor at American Association for 
Cancer Research annual meeting  
 

 

• JDQ443, an investigational selective, covalent, and orally bioavailable KRASG12C inhibitor, 

shows 57% confirmed ORR at recommended dose of 200 mg twice daily in Phase Ib study 

in patients with advanced non-small cell lung cancer (NSCLC)  

 

• Ongoing investigation of JDQ443 in single agent and multiple combination strategies 

designed to enhance efficacy of G12C targeted therapy and improve outcomes of patients 

with KRAS G12C-driven cancers. Phase III study anticipated to begin mid 2022 

 

• Innovation in targeted protein degradation also highlighted with debut for protein degrader 

DKY709, an investigational molecular glue 

 

 

Basel, April 11, 2022 — Novartis today announced promising clinical data for JDQ443, an 

investigational selective, covalent, and orally bioavailable KRASG12C inhibitor at the annual 

meeting of American Association for Cancer Research (AACR). Comprehensive information 

on the discovery of JDQ443 is also included in a poster being presented on Wednesday 13th 

April with further details published in the journal Cancer Discovery1. 

 

Preliminary data (Phase Ib) from the KontRASt-01 study (NCT04699188) showed that 

JDQ443, discovered at Novartis, demonstrated anti-tumor activity, high systemic exposure at 

its recommended dose, and a favorable safety profile based on initial clinical data in patients 

with KRAS G12C-mutated solid tumors2. The data were submitted as a late-breaking abstract 

and will be presented today in an oral session.  
 
KRAS mutations are the most frequent oncogenic drivers in NSCLC, the most common type 
of lung cancer3. The most common form of KRAS mutation is G12C4. JDQ443 inhibits this 
mutated form of KRAS in a structurally distinct way, trapping KRAS G12C in a GDP-bound, 
inactive state while avoiding direct interaction with H95, a recognized route for resistance5,6. In 
preclinical models, JDQ443 potently inhibited KRAS G12C cellular signalling and proliferation 
in a mutant-selective manner and demonstrated dose-dependent antitumor activity7.  

 

“After decades without a breakthrough, we as an industry are entering a transformative era in 

targeted treatment for KRAS-mutated cancers,” said Jeff Legos, Executive Vice President, 

Global Head of Oncology & Hematology Development at Novartis. “But challenges remain, in 

particular drug resistance. We believe that JDQ443 may have the potential for overcoming 

such challenges. Today’s preliminary data are an encouraging signal that we are on the right 

path as we continue to investigate single-agent and multiple combination strategies designed 
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to enhance efficacy of G12C targeted therapy and improve outcomes of patients with KRAS 

G12C-driven cancers.” 

 

Also at AACR, Novartis debuted its targeted protein degradation platform with presentations 

on DKY709, a potential first-in-class “molecular glue” protein degrader that is designed to 

target the zinc finger transcription factor Helios (IKZF2)8. Transcription factors, similar to 

KRAS G12C, are historically "undruggable" targets. Clinical data were drawn from a study 

(NCT03891953) of advanced solid tumors in which DKY709 is being investigated as a 

monotherapy and in combination with the anti–PD-1 antibody spartalizumab. The discovery 

and structure of DKY709 were also presented on April 9th at AACR9. 

 

About JDQ443 and the KontRASt-01 Study2  

KontRASt-01 (NCT04699188) is a phase Ib/II open-label, multi-center, dose escalation study 

of JDQ443, in patients with advanced solid tumors harboring the KRAS G12C mutation, 

including NSCLC and colorectal cancer. The study began in February 2021 and is currently 

recruiting. The escalation part will further characterize the safety and tolerability profile of 

JDQ443 as a single agent and JDQ443 in combination with other agents in advanced solid 

tumor patients. The estimated primary completion date of the study is 2024.  

 

The preliminary data presented at AACR were drawn from the monotherapy dose escalation 

arm of the KontRASt-01 study. Patients had a median of 3 prior lines of anti-neoplastic 

therapy. The recommended monotherapy dose of 200 mg taken orally twice daily (BID) will be 

taken forward for further studies in phase II dose expansion.  Efficacy data (cutoff of 05 Jan 

2022) from the pooled Phase Ib JDQ443 single agent cohort (n=39) showed:  

• 57% (4/7) confirmed overall response rate (ORR) at 200 mg BID in NSCLC  

• 45% (9/20) confirmed and unconfirmed ORR across doses in NSCLC 

• 35% (7/20) confirmed ORR across doses in NSCLC 

• PD/PK modeling predicts sustained, high-level target occupancy at the recommended 
dose of 200 mg BID 

Ongoing enrollment to the KontRASt-01 study continues across a number of arms: 

• JDQ443 single agent expansion (Ph II) in KRAS G12C-mutated NSCLC 

• JDQ443 single agent expansion (Ph II) in KRAS G12C-mutated CRC 

• JDQ443 + TNO155 (SHP2 inhibitor) dose escalation (Ph Ib) in KRAS G12C-mutated 
solid tumors 

• JDQ443 + tislelizumab dose escalation (Ph Ib) in KRAS G12C-mutated solid tumors 

 

A Phase III study, KontRASt-02 (NCT05132075) of JDQ443 versus docetaxel in patients with 

previously treated, locally advanced or metastatic KRAS G12C-mutated NSCLC is anticipated 

to begin enrolling patients by mid-2022. 

 

Novartis in Lung Cancer 

The needs in lung cancer are urgent and significant. Each year, more than 2 million people 

are newly diagnosed globally10, and lung cancer remains the number one cause of cancer-

related death worldwide11.There are two main types of lung cancer—small cell lung cancer 

(SCLC) and non-small cell lung cancer (NSCLC). NSCLC accounts for approximately 85% of 

lung cancer diagnoses12. 

 

Novartis is making bold investments in advancing the science to research treatments that may 

make an impact for patients around the world. The company is committed to working with the 

scientific and medical communities to reimagine the treatment of lung cancer and pursue 

advances in medicine that could extend the survival of people living with lung cancer.  

 

https://www.abstractsonline.com/pp8/#!/10517/presentation/17427


 

 

 

 

 

   

 

With one of the most diverse lung cancer development programs in the industry, Novartis is 

developing therapies that may block cancer growth and activate the body’s immune system; 

working to understand the relationship between chronic inflammation and tumor growth and 

progression; and exploring the potential for advanced nuclear medicine to fight the disease. 

Through these programs, Novartis aims to redefine possibilities in lung cancer and pursue a 

trajectory to make lung cancer history. 

 

Targeted Protein Degradation at Novartis 

Targeted protein degradation (TPD) offers first-in-class potential for multiple previously 

undruggable targets. The approach induces proximity of a target to a ubiquitin ligase, thereby 

tagging the target for destruction by the cell. Novartis is making an enterprise scale 

investment in TPD innovation, focusing on the discovery of molecular glues and bifunctional 

degraders, as well as the development of chemical libraries and the discovery of structural 

insights.  

 

Disclaimer 

This media update contains forward-looking statements within the meaning of the United 

States Private Securities Litigation Reform Act of 1995. Forward-looking statements can 

generally be identified by words such as “potential,” “can,” “will,” “plan,” “may,” “could,” 

“would,” “expect,” “anticipate,” “look forward,” “believe,” “committed,” “investigational,” 

“pipeline,” “launch,” or similar terms, or by express or implied discussions regarding potential 

marketing approvals, new indications or labeling for the investigational or approved products 

described in this media update, or regarding potential future revenues from such products. 

You should not place undue reliance on these statements. Such forward-looking statements 

are based on our current beliefs and expectations regarding future events, and are subject to 

significant known and unknown risks and uncertainties. Should one or more of these risks or 

uncertainties materialize, or should underlying assumptions prove incorrect, actual results 

may vary materially from those set forth in the forward-looking statements. There can be no 

guarantee that the investigational or approved products described in this media update will be 

submitted or approved for sale or for any additional indications or labeling in any market, or at 

any particular time. Nor can there be any guarantee that such products will be commercially 

successful in the future. In particular, our expectations regarding such products could be 

affected by, among other things, the uncertainties inherent in research and development, 

including clinical trial results and additional analysis of existing clinical data; regulatory actions 

or delays or government regulation generally; global trends toward health care cost 

containment, including government, payor and general public pricing and reimbursement 

pressures and requirements for increased pricing transparency; our ability to obtain or 

maintain proprietary intellectual property protection; the particular prescribing preferences of 

physicians and patients; general political, economic and business conditions, including the 

effects of and efforts to mitigate pandemic diseases such as COVID-19; safety, quality, data 

integrity or manufacturing issues; potential or actual data security and data privacy breaches, 

or disruptions of our information technology systems, and other risks and factors referred to in 

Novartis AG’s current Form 20-F on file with the US Securities and Exchange Commission. 

Novartis is providing the information in this media update as of this date and does not 

undertake any obligation to update any forward-looking statements contained in this media 

update as a result of new information, future events or otherwise. 

 

About Novartis 
Novartis is reimagining medicine to improve and extend people’s lives. As a leading global 
medicines company, we use innovative science and digital technologies to create 
transformative treatments in areas of great medical need. In our quest to find new medicines, 
we consistently rank among the world’s top companies investing in research and 
development. Novartis products reach nearly 800 million people globally and we are finding 
innovative ways to expand access to our latest treatments. About 108,000 people of more 
than 140 nationalities work at Novartis around the world. Find out more at 

https://www.novartis.com. 



 

 

 

 

 

   

 

 

Novartis is on Twitter. Sign up to follow @Novartis at https://twitter.com/novartisnews 

For Novartis multimedia content, please visit https://www.novartis.com/news/media-library 

For questions about the site or required registration, please contact media.relations@novartis.com  

 

References 
1. Weiss A, Lorthiois E, Barys L, et al. Discovery, Preclinical Characterization, and Early Clinical Activity of JDQ443, 

a Structurally Novel, Potent and Selective, Covalent Oral Inhibitor of KRASG12C Cancer Discovery 2022 

2. Tan D, Shimizu T, Solomon B, et al. KontRASt-01: A Phase Ib/II, dose-escalation study of JDQ443 in patients 

with advanced, KRAS G12C-mutated solid tumors. AACR 2022.  

3. Skoulidis F & Heymach JV. Nat Rev Cancer 2019;19:495–509. 

4. Arbour KC, et al. Clin Cancer Res 2018;24:334–340. 

5. Cotesta S et al. EFMC-ISMC 2021; Poster LE054 

6. Awad MM, et al. New Engl J Med 2021;384:2382–2392 

7. Brachmann SM et al. AACR-NCI-EORTC 2021 

8. D’Hennezel, E. Characterization of a first-in-class molecular glue degrader to modulate T cell activity in cancer. 

AACR 2022. 

9. Bonazzi, S. Discovery of a first-in-class molecular glue degrader for immuno-oncology indications. AACR 2022. 

10. Ferlay J, Ervik M, Lam F, et al. Global Cancer Observatory: Cancer Today. Lyon: International Agency for 

Research on Cancer; 2020 (https://gco.iarc.fr/today, accessed March 2022). 

11. Lemjabbar-Alaoui H, Hassan OU, Yang Y-W, et al. Lung cancer: biology and treatment options. Biochim Biophys 

Acta. 2015. 1856(2):189-210. 

12. WHO above + American Cancer Society. About Lung Cancer. Available 

at https://www.cancer.org/cancer/non-small-cell-lung-cancer/about/what-is-non-small-cell-lung-

cancer.html. Accessed September 10, 2021. 

 

# # # 

 

Novartis Media Relations 

E-mail: media.relations@novartis.com 

 

Anja von Treskow 

Novartis External Communications 

+41 79 939 28697 (mobile) 

anja.von_treskow@novartis.com 

 

Julie Masow 

Novartis US External Communications 

+1 862 579 8456 

Julie.masow@novartis.com 

Mary Carmichael 

NIBR Communications 

+1 617 413 3543 (mobile) 

mary.carmichael@novartis.com 

 

 

Novartis Investor Relations 

Central investor relations line: +41 61 324 7944 

E-mail: investor.relations@novartis.com 

 

Central  North America  

Samir Shah +41 61 324 7944 Sloan Simpson +1 862 345 4440 

Nicole Zinsli-Somm +41 61 324 3809 Alina Levchuk +1 862 778 3372 

Isabella Zinck +41 61 324 7188 Parag Mahanti +1 973-876-4912 

 

https://twitter.com/novartisnews
http://www.novartis.com/news/media-library
mailto:media.relations@novartis.com
https://www.cancer.org/cancer/non-small-cell-lung-cancer/about/what-is-non-small-cell-lung-cancer.html
https://www.cancer.org/cancer/non-small-cell-lung-cancer/about/what-is-non-small-cell-lung-cancer.html
mailto:media.relations@novartis.com
mailto:anja.von_treskow@novartis.com
mailto:Julie.masow@novartis.com
mailto:mary.carmichael@novartis.com
mailto:investor.relations@novartis.com

