FOR IMMEDIATE RELEASE

Caris Life Sciences and HotSpot Therapeutics Announce
Collaboration to Advance Precision Medicine Development for
Difficult-to-Drug Therapeutic Targets
Preferred Portfolio Partnership with Caris Will Streamline Development of HotSpot’s Portfolio by
Integrating Broad Tissue and Liquid Molecular Profiling, Artificial Intelligence Driven Mining of
Large Datasets, and Clinical-Translational Innovations to Deliver Novel Allosteric Medicines to
Patients
IRVING, Texas, Jan. 10, 2022 – Caris Life Sciences®(Caris), the leading molecular science and
technology company actively developing and delivering innovative solutions to revolutionize
healthcare, and HotSpot Therapeutics, Inc., a biotechnology company pioneering the discovery
and development of first- and best-in-class allosteric therapies targeting regulatory sites on
proteins referred to as “natural hotspots,” today announced a strategic partnership to advance
precision medicine approaches for HotSpot’s emerging product portfolio. The partnership will
focus initially on two therapeutic programs, the first of which is HotSpot’s novel allosteric
inhibitor of the E3 ubiquitin ligase CBL-B, an important target in cancer immunotherapy, spanning
from pre-First in Human (FIH) trials through potential Companion Diagnostics (CDx) and launch.
“HotSpot’s Smart AllosteryTM drug discovery platform is built on AI-enabled technologies
unlocking a cutting-edge pipeline of small molecules designed against difficult-to-drug or yet to
be drugged targets in cancer and autoimmune disease,” said Jonathan Montagu, Co-Founder and
Chief Executive Officer of HotSpot Therapeutics. “Access to Caris’ comprehensive suite of tissue
and liquid profiling, real-world data, and broader capabilities will enable robust interrogation of
large datasets to accelerate our drug development efforts. This collaboration will yield datainformed insights to inform and speed clinical development and rapidly deliver new treatment
options to patients.”
Since the launch of its molecular profiling service in 2009, Caris has amassed molecular data on
more than 356,000 patients and clinical outcomes on more than 275,000 patients. Insights gained
from Caris’ best-in-class real-world clinico-molecular matched database will be leveraged to
optimize HotSpot’s development programs, including cohort design, biomarker strategy, and
future CDx needs and strategies. Under the terms of the agreement, patients enrolled in
HotSpot’s Phase 1 through Phase 3 trials will undergo longitudinal testing with Caris’
comprehensive tissue and liquid molecular profiling analysis. Through their combined expertise
and innovative technology platforms, Caris and HotSpot will work together to bring forward novel
treatment options that maximize benefits to patients.

“Our partnership with HotSpot Therapeutics aligns with our organizations’ shared passion to
bring comprehensive data to bear for patients and amplify our impact on precision medicine,”
said David Spetzler, M.S., Ph.D., MBA, President and Chief Scientific Officer of Caris. “Our breadth
and depth of whole exome and whole transcriptome sequencing will provide important
information at the individual patient level both in tissue and in blood, and the amount of
actionable data generated per patient from HotSpot’s studies will be unprecedented, potentially
translating into smarter trials and an acceleration of benefit to patients.”
In addition to the commitment to profiling and real-world data insights, Caris is granted
negotiation rights for CDx programs of partnership therapeutic programs. While detailed
partnership financial terms have not been disclosed, the financial commitment is based on
program specifics and has the potential to exceed $40 million if programs progress through
regulatory approval and additional milestones are met.
About Caris Life Sciences
Caris Life Sciences® (Caris) is the leading molecular science and technology company actively
developing and delivering innovative solutions to revolutionize healthcare and improve patient
outcomes. Through comprehensive molecular profiling (Whole Exome and Whole Transcriptome
Sequencing) and the application of advanced artificial intelligence (AI) and machine learning
algorithms, Caris has created the large-scale clinico-genomic database and cognitive computing
needed to analyze and unravel the molecular complexity of disease. This information provides
an unmatched resource and the ideal path forward to conduct the basic, fundamental research
to accelerate discovery for detection, diagnosis, monitoring, therapy selection and drug
development to improve the human condition.
With a primary focus on cancer, Caris’ suite of market-leading molecular profiling offerings
assesses DNA, RNA and proteins to reveal a molecular blueprint that helps patients, physicians
and researchers better detect, diagnose and treat patients. Caris’ latest advancement, which is
currently available within its Precision Oncology Alliance, is a blood-based, circulating nucleic
acids sequencing (cNAS) assay that combines comprehensive molecular analysis (Whole Exome
and Whole Transcriptome Sequencing from blood) and serial monitoring – making it the most
powerful liquid biopsy assay ever developed.
Headquartered in Irving, Texas, Caris has offices in Phoenix, New York, Denver, Tokyo, Japan and
Basel, Switzerland. Caris provides services throughout the U.S., Europe, Asia and other
international markets. To learn more, please visit CarisLifeSciences.com or follow us on Twitter
(@CarisLS).
About HotSpot Therapeutics
HotSpot Therapeutics is targeting naturally occurring pockets on proteins called “natural
hotspots” that are decisive in the control of cellular protein function. Largely unexploited by
industry, these pockets are highly attractive for drug discovery and enable the systematic design
of highly potent and selective small molecules that exhibit novel pharmacology. The Company’s
Smart Allostery™ technology platform utilizes AI-driven data mining of large and highly diverse
data sets to identify pockets that matter on proteins, integrated with a tailored pharmacology
toolkit and bespoke chemistry to rapidly deliver superior hotspot-targeted small molecules. The
Company has successfully exploited natural hotspots across multiple classes, including E3 ligases,

kinases, and transcription factors. HotSpot has established a product pipeline of ﬁrst-in-class
small molecules for the treatment of cancer and autoimmune diseases, each enabled by precision
and patient-targeted clinical design. To learn more, visit www.hotspotthera.com.
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