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Insilico Medicine Reports Positive Phase IIa Results
for ISM001-055, a Novel First-in-Class Drug Treatment
for Idiopathic Pulmonary Fibrosis (IPF) Designed
Using Generative AI

2024-09-18

ISM001-055 is a novel drug designed in-house using generative AI to target TNIK (Traf2- and NCK- interacting

kinase) and has progressed through Phase IIa clinical testing.

Preliminary results from this 12-week study demonstrated that ISM001-055 possesses a favorable safety

pro�le and dose-dependent response in lung function in patients with IPF.

ISM001-055's positive Phase IIa results represent a proof-of-concept success for AI-driven drug discovery.

CAMBRIDGE, Mass., Sept. 18, 2024 /PRNewswire/ -- Insilico Medicine, a clinical-stage generative AI-driven drug

discovery company, announced positive preliminary results from its Phase IIa clinical trial evaluating ISM001-055.

ISM001-055 is a �rst-in-class small molecule targeting TNIK (Traf2- and Nck-interacting kinase) and was designed

utilizing generative AI to treat idiopathic pulmonary �brosis (IPF). The study met both its primary endpoint of safety

and its secondary e�cacy endpoints, demonstrating dose-dependent response in forced vital capacity (FVC), a

critical measure of lung function in IPF patients.

Insilico's proprietary AI platform facilitated ISM001-055's target identi�cation and molecular design. Its

development was recently described in a March 2024 Nature Biotechnology paper, which detailed TNIK's

identi�cation as a novel therapeutic target in IPF and ISM001-055 subsequent design. This comprehensive paper

showcased ISM001-055's preclinical evaluation and positive Phase 0 & Phase I clinical studies justifying this

intervention's potential as a disease-modifying agent for IPF.
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ISM001-055's Phase IIa study(NCT05938920)  was a randomized, double-blind, placebo-controlled trial that enrolled

71 patients with IPF across 21 sites in China. Patients were randomized to receive either placebo, 30mg once daily

(QD), 30mg twice daily (BID), or 60mg QD for 12 weeks. Patient enrollment was initiated in April 2023, and the last

subject's follow-up visit was completed in August 2024. A parallel Phase IIa(NCT05975983) clinical trial in the U.S. is

ongoing and actively enrolling patients. 

In this 12-week Phase IIa study, ISM001-055 met its primary endpoint of safety and tolerability across all dose

levels. 

Positive results were also reported for the secondary e�cacy endpoint, wherein a dose-dependent FVC

improvement was observed. Patients receiving 60mg QD of ISM001-055 demonstrated the largest improvement in

FVC.

Complete topline data will be released at the upcoming medical conference and clinical trial

results will be submitted for publication in a peer-reviewed journal.

"These results are very encouraging, particularly the dose-dependent response in FVC. IPF is a devastating disease,

and seeing improvements in lung function over just 12 weeks of treatment is a promising indication that ISM001-

055 may provide a new therapeutic option for patients. Our Phase IIa in the U.S. is actively recruiting patients," said

Toby M. Maher, MD, PhD, a leading expert in interstitial lung disease and an investigator in the trial.

"Last year, I presented a lecture on how generative AI can help with end-to-end drug discovery from disease

modeling and target identi�cation to generation of novel drugs with the desired properties and purposing it to a

speci�c disease. I used Insilico's TRAF2 and NCK-interacting kinase (TNIK) inhibitor as a case study going from 0 to

Phase I. The fact that this same drug demonstrated e�cacy in addition to safety in a Phase IIa study is

extraordinary and represents a true �rst in this new era of AI-powered drug discovery," said Michael Levitt,

PhD, 2013 Nobel Laureate in Chemistry.

"With all the hype that surrounds the potential of generative AI in drug discovery and many other potential

applications, it is thrilling see to the dose dependence of ISM001-055 in Insilico Medicine's phase IIa IPF clinical trial.

This is strong evidence that the drug is truly e�ective and that favorable results will continue to be seen in future

trials," said Charles Cantor, PhD, a renowned geneticist and advisor to the company since 2014.

"This is great news for the �eld of AI for drug discovery. The fact that this molecule is safe and has a dose-

dependent response means that there is a green light for further studies. I am hopeful it continues its path to

making a di�erence," said Alan Aspuru-Guzik, PhD, Professor of Chemistry and Computer Science at the
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University of Toronto and CIFAR AI Chair at the Vector Institute.

"This study result represents a critical milestone in AI-powered drug discovery and in my life to date," said Alex

Zhavoronkov, PhD, co-CEO of Insilico Medicine. "While we expected the drug to be safe, we did not expect to

see such a clear dose-dependent e�cacy signal after such a short dosing period. IPF is a very diverse disease and it

is very rare to see improvement in FVC. With our novel TNIK inhibitor, we attempted to go after what we think is a

common mechanism in �brotic diseases and in aging to maximize indication expansion potential."

"I am excited to see that ISM001-055 demonstrated obvious clinical e�cacy in IPF patients in only 3-months

treatment. While preliminary, this clinical data is certainly encouraging, and provides the clinical validation of AI-

powered drug R&D for both novel target and novel molecule," said Feng Ren, PhD, co-CEO and CSO of Insilico

Medicine. " This is a signi�cant milestone for Insilico Medicine and the AI driven drug discovery Industry. The

milestone is achieved due to the contribution of both the capabilities of our proprietary generative AI platform and

the e�orts of our multidisciplinary R&D team. We will continue to fully commit to provide breakthrough solutions

for the bene�t of the patients globally."

Following the positive results from this Phase IIa trial, Insilico Medicine will engage regulatory authorities to discuss

the design of a Phase IIb study. The company aims to explore extended treatment durations and larger patient

cohorts to further investigate ISM001-055's therapeutic potential in IPF.

About ISM001-055 and TNIK

ISM001-055 is a potentially �rst-in-class small molecule targeting TNIK utilizing generative AI. In IPF, the activation of

TNIK drives pathological �brosis in the lungs, contributing to the progressive decline in lung function. By inhibiting

TNIK, ISM001-055 aims to halt or reverse �brotic processes, o�ering a disease-modifying treatment for patients

with IPF. In February 2023, ISM001-055 received Orphan Drug Designation from the FDA for treating Idiopathic

Pulmonary Fibrosis.

About the Phase IIa Study

The double-blind, placebo-controlled Phase IIa clinical trial (NCT05938920) evaluated the safety, tolerability,

pharmacokinetics, and preliminary e�cacy of 12-week oral ISM001-055 dosage in 71 subjects with IPF. Patients

from 21 sites were randomized into four parallel cohorts: 30mg QD, 30mg BID, 60mg QD, and placebo. Preliminary

results from the study show ISM001-055 demonstrated a good safety pro�le and dose-response trend in lung

function in IPF patients.

About Idiopathic Pulmonary Fibrosis (IPF)
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Idiopathic Pulmonary Fibrosis (IPF) is a chronic, scarring lung disease characterized by a progressive and irreversible

decline in lung function. A�ecting approximately 5 million people worldwide, IPF carries a poor prognosis, with a

median survival of 3 to 4 years. Current treatments, including anti�brotic drugs, can slow disease progression but

do not stop or reverse it, leaving a signi�cant unmet need for more e�ective, disease-modifying therapies. IPF is an

age-related disease, with the average age of onset typically between 60 and 70 years, and it is most commonly

diagnosed in older adults. The disease is rare in individuals under the age of 50.

About Insilico Medicine

Insilico Medicine, a global clinical-stage biotechnology company powered by generative AI, connects biology,

chemistry, and clinical trial analysis using next-generation AI systems. The company has developed AI platforms

that utilize deep generative models, reinforcement learning, transformers, and other modern machine learning

techniques to assist novel target discovery and the generation of novel molecular structures. Insilico Medicine is

developing breakthrough solutions to discover and develop innovative drugs for cancer, �brosis, immunity, central

nervous system diseases, infectious diseases, autoimmune diseases, and aging-related diseases. www.insilico.com

View original content:https://www.prnewswire.com/news-releases/insilico-medicine-reports-positive-phase-iia-

results-for-ism001-055-a-novel-�rst-in-class-drug-treatment-for-idiopathic-pulmonary-�brosis-ipf-designed-

using-generative-ai-302251732.html

SOURCE Insilico Medicine
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