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Corporate history (creation, key milestones, main
funding,…)Information on Condition / Disease and need for
solution / product (prevalence, existing treatments / solutions):
Founded in 2018, LEAF4Life, Inc. (\"L4L\") is a pioneering pharmaceutical company
developing the breakthrough therapeutic LEAF-4L6715. The company's management
and advisory team have a track record, having developed multiple blockbuster drugs
including ALIMTA®, GEMZAR®, EVISTA®, ONIVYDE®, and DOXIL®. Our team has
leaders in drug discovery, development and commercialization, including:
•    Clet Niyikiza, PhD-Inventor and developer of LEAF-4L6715 drug. Founder, Chairman,
CEO and seed investor of LEAF4Life, Inc. Former EVP at Merrimack (Onivyde®), VP at
GSK (Tykerb®/Tyverb®). Lilly Research Fellow (ALIMTA®, GEMZAR® and EVISTA®)
and sole inventor of Patent No. 7,772,209 that commercialized ALIMTA® (over 34
Billion USD in sales).
•    Dr. Daniel Von Hoff, MD, FACP (Genomics), Physician in Chief, Distinguished
Translational Research Division at Translational Genomics Research Institute (TGen) in
Phoenix, Arizona, USA. 
•    Prof. Xavier Pivot, MD, PhD (Professor of Oncology), General Director of Strasbourg
Institute of Cancer (ICANS), Strasbourg, France and Former Chairman of the Oncology
Department at the University Hospital of Besançon, France.
•    Dr. Victor Moyo, MD (Hematology & Oncology), Co-Inventor of LEAF-4L6715, Former
EVP, CMO and Head of R&D for both LEAF4Life and L.E.A.F. Pharmaceuticals; Former VP
of Clinical Investigations, Merrimack - Developed Onivyde ®. Former Medical Director at



JNJ for DOXIL®. 

L4L has completed FDA-indicated non-clinical studies, secured EMA Phase I/II clinical
proof-of-concept trials, and is currently conducting three Phase III clinical trials
targeting glioblastoma, sarcoma, and ARDS. LEAF-4L6715 has received compassionate
use approval in France for ARDS across all causes. To date, the company has raised $26
million in equity funding and secured $112 million in grant support. Manufacturing is
contracted to Piramal in Kentucky, with significant production capabilities. Strategic
partners include Polaris Technology Solutions (a Disabled Veteran-Owned company),
Prevail InfoWorks, Inc. (a leading CRO), and Piramal (CMO).
The Unmet Need

Hypoxia or oxygen deprivation in tissues, is a leading cause of over 30 million deaths
annually worldwide. It results from various conditions such as respiratory and
cardiovascular diseases, trauma, infections, toxins, and radiation-induced tissue
damage. Evidence indicates hypoxia exacerbates multiple pathologies, leading to
inflammation, organ failure, and death. Addressing hypoxia offers a universal
therapeutic opportunity to mitigate life-threatening tissue and organ damage across
diverse causes, including infectious, chemical, biological, radiological, and nuclear
(CBRN) threats. Hypoxia plays a pivotal role in solid and hematological malignancies,
ARDS, cardiovascular, and respiratory diseases-conditions with no effective current
medicinal treatments.

Solution

LEAF-4L6715 enhances oxygen and nutrient delivery at the microcirculatory level,
promoting repair of damaged microvasculature and organ rescue. In ICU patients with
ARDS on mechanical ventilation, LEAF-4L6715 achieved a 92% survival rate at 60 and
90 days at therapeutic doses, compared to a historical 50% with standard care. The
treatment demonstrated rapid improvements across respiratory, neurological, and
cardiovascular systems. The company holds extensive IP rights, with 28 patents
pending or granted.
Market Opportunity

•    Primary Indication (ARDS): Total Addressable Market (TAM): ~600,000 cases/year in
the US and EU (~$31.5 billion). Orphan Indications: Glioblastoma and Sarcoma:
~31,380 cases in EU (~$1.7 billion).  

Revenue Projections

Projected revenue of $2.4 billion by 2030, based on 38,585 patients.

History of the development of the solution/product (Intellectual



Property, preclinical and clinical datas, development
collaborations):
Candidate Therapeutic 
LEAF-4L6715 is a novel liposomal formulation of transcrocetin (TC), a small molecule
that enhances oxygen diffusion. Due to TC's short half-life and poor bioavailability, it
has been encapsulated in liposomes, resulting in a sixfold increase in half-life and a
twelvefold increase in exposure levels. This IV formulation can be administered rapidly
alongside standard treatments using fixed dosing.

Preclinical Data  
Multiple studies demonstrate the drug's potential. In a murine sepsis model, mice
treated with 5 mg/kg LEAF-4L6715 plus imipenem showed 80% survival at five days,
versus 30% in controls (P=0.0281) (FigureX).  

[For Figure X See the Development & Clinical or Preclinical Evidence Section of the
Attached Document titled LEAF4Life-START UP+SUBMISSION-FINAL - 2025.06.28]

Clinical Data  
A Phase I/II trial involving 37 ICU patients with COVID-19-induced ARDS on mechanical
ventilation showed significant improvements in PaO2/FiO2 ratios (Figure Y) and rapid
multi-organ recovery.  

[For Figure Y See the Development & Clinical or Preclinical Evidence Section of the
Attached Document titled LEAF4Life-START UP+SUBMISSION-FINAL - 2025.06.28]

Importantly there was a 92% survival rate at 60 and 90 days at therapeutical relevant
doses used in 67% of patients (Figure Z), which was, substantially higher than the 50%
historical control. The company received FDA guidance in 2019 and 2022, with an IND
submission anticipated in H2, 2025. A Phase III trial enrolling 300 patients across
Europe is underway, with topline results expected in H1 2026.

[For Figure Z See the Development & Clinical or Preclinical Evidence Section of the
Attached Document titled LEAF4Life-START UP+SUBMISSION-FINAL - 2025.06.28]

Intellectual Property and Data Rights
L4L holds exclusive worldwide rights to LEAF-4L6715, including over 28 patents pending
or granted, covering manufacturing, use, and administration. All clinical and non-clinical
data are owned by L4L, with licensing options available under fair terms.

Why this drug or device is innovative, the broad implications for
future research, and/or how it will improve the human condition:



LEAF-4L6715 is a groundbreaking therapeutic targeting hypoxia-a fundamental driver of
numerous diseases and the focus of the 2019 Nobel Prize in Medicine. The Nobel
laureates William G. Kaelin Jr., Sir Peter J. Ratcliffe, and Gregg L. Semenza uncovered
cellular mechanisms sensing oxygen levels, laying the foundation for innovative
treatments.
Currently, there are no approved medicines directly addressing hypoxia. LEAF-4L6715's
approach-delivering oxygen at the microvascular level-aims to prevent multi-organ
failure across a wide spectrum of conditions, including ARDS, cancer, and aging-related
diseases. The drug's design leverages advanced liposomal technology to improve
stability, pharmacokinetics, and bioavailability, inspired by insights into cellular
adaptation to oxygen deprivation.

Beyond immediate medical applications, hypoxia influences many aging hallmarks-such
as endothelial and immune cell senescence, mitochondrial dysfunction, and epigenetic
alterations. LEAF-4L6715 could potentially slow aging processes by mitigating these
effects, representing a paradigm shift in both disease treatment and age-related health
span extension.
The innovation lies in translating Nobel-winning insights into a practical, scalable
therapeutic, with broad implications for future research, disease management, and
improving human health.
Summary of Benefits of the Technology

Addresses a Critical Unmet Need: No current approved treatments directly target
hypoxia, a key driver of multiple life-threatening conditions, including ARDS, cancers,
and organ failure.

Improves Survival Rates: In ICU patients with ARDS, LEAF-4L6715 has demonstrated a
92% survival rate at 60 and 90 days, significantly higher than historical controls.

Enhances Organ Function: Rapidly improves respiratory, neurological, and
cardiovascular functions, facilitating organ rescue.

Novel Mechanism of Action: Increases oxygen and nutrient delivery at the
microvascular level, promoting repair of damaged tissues and preventing multi-organ
failure.

Broad Therapeutic Potential: Applicable across multiple conditions related to hypoxia,
including ARDS, solid and hematological cancers, cardiovascular diseases, and possibly
slowing aging processes.

Strong Intellectual Property: Extensive patent portfolio supports proprietary use and
development.



Market and Revenue Potential: Large addressable markets with projected revenues of
$2.4 billion by 2030, and profitability anticipated as early as 2026.

Innovative Technology: Utilizes a novel liposomal formulation of transcrocetin, with
enhanced stability (4 years at 2-8ºC), pharmacokinetics, and bioavailability, enabling
rapid administration and potential for oral delivery.

Foundation in Nobel-Winning Science: Based on groundbreaking discoveries about how
cells sense and adapt to oxygen levels, with implications for future research and
therapies.

Potential to Slow Aging: By mitigating hallmarks of aging related to hypoxia,
LEAF-4L6715 could contribute to healthier aging and improved human healthspan.
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