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THIS DOCUMENT OR THE INFORMATION CONTAINED HEREIN IS NOT INTENDED TO AND DOES NOT CONSTITUTE ANY OFFER OR INVITATION, SOLICITATION, COMMITMENT OR ADVERTISEMENT OF ANY OFFER FOR
SUBSCRIPTION, PURHCASE OR SALE OF ANY SECURITIES, NOR SHALL ANY PART OF THIS DOCUMENT FORM THE BASIS OF OR BE RELIED ON IN CONNECTION WITH ANY CONTRACT OR COMMITMENT WHATSOEVER.

This document is strictly confidential to the recipient only, and may not be copied, reproduced, redistributed, disseminated, or used or disclosed to any other person, or published, in whole or in part, for any other purpose. This document has
been prepared by InSilico Medicine Cayman TopCo (the “Company”) but without further investigation and cannot be warranted as to its accuracy or completeness. Neither the Company, its joint sponsors and syndicate banks (the
“Syndicates”), nor any of their respective subsidiaries or affiliates, controlling persons, directors, supervisors, officers, partners, agents, employees, advisers, and representatives have verified independently any or all such information or
assumptions made, or there may exist other facts, risks or considerations which might be material concerning the information herein. Accordingly, neither the Company, the Syndicates, nor any of their respective subsidiaries or affiliates,
controlling persons, directors, supervisors, officers, partners, agents, employees, advisers, and representatives, make any representation or warranty, expressed or implied, with respect to the information or assumptions contained in this
document or on which this document is based, or that the information or assumptions remains unchanged after the issue of this document, and will not accept any loss, liability or responsibility whatsoever for the accuracy or completeness of
the information or assumptions on which this document is based.
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This document does not have regard to the specific investment objectives, financial situation or particular needs of any specific persons who may receive this document. This document is not to be relied upon as such or used in substitution
for the exercise of independent judgment. The recipient must make its own assessment of the relevance, accuracy and adequacy of the information contained or assumptions made in this document prior to entering into any transaction or
investment.

Certain data in this document was obtained from external data sources, and the Company has not verified such data with independent sources. Accordingly, the Company, the Syndicates, any of their respective subsidiaries or affiliates,
controlling persons, directors, supervisors, officers, partners, agents, employees, advisers, and representatives make no representations as to the accuracy or completeness of that data. Such data involves risks and uncertainties and is
subject to change based on various factors. The use of registered trademarks, commercial trademarks and logos or photographic materials within this document are exclusively for illustrative purposes and are not meant to violate the rights
of the creators and/or applicable intellectual property laws.

Certain statements are set forth in this document with respect to the Company or other events, including but not limited to opinions and forward-looking statements with respect to the future financial condition and results of operations of the
Company and certain plans and objects of the management of the Company. Such statements are based on a number of assumptions, including but not limited to the present business strategies of the Company and other matters beyond
the control of the Company, such as the political, social, legal and economic environment in which the Company will operate in the future. Such statements are subject to known and unknown risks, uncertainties and other factors which may
cause the actual performance or results of operations of the Company to differ materially from such opinions or forward-looking statements or the views, expressed or implied, contained in this document. No reliance should be placed on
such statements, which reflect the view of the management of the Company as at the date of this document. Neither the Company, the Syndicates, any of their respective subsidiaries or affiliates, controlling persons, directors, supervisors,
officers, partners, agents, employees, advisers, and representatives shall be obliged in any way to update such opinions or forward-looking statements for any event or circumstances that may occur. In any case, past performance is not
necessarily an indication of future results. No representation or warranty, express or implied, is or will be given by Company, the Syndicates, or any of their respective subsidiaries or affiliates, controlling persons, directors, supervisors,
officers, partners, agents, employees, advisers, and representatives as to the achievement or reasonableness of, and no reliance should be placed on, any forward-looking statements contained in this document.

This document is for information and reference only and does not constitute or form part of and should not be construed as, an offer to sell or issue or the solicitation of an offer to buy or acquire securities (the “Securities”) of the Company
in any jurisdiction or an inducement to enter into investment activity nor should it form the basis of, or be relied on in connection with, any contract or commitment or investment decision whatsoever. In particular, this document and the
information contained herein are not an offer of the securities for sale in the United States and are not for publication or distribution in the United States. The document is being presented to you on the basis that you have confirmed that you
are either (i) a qualified institutional buyer (as defined in Rule 144A under the U.S. Securities Act of 1933, as amended (the “Securities Act”) or (ii) a non-U.S. person (as defined in Regulation S under the Securities Act). This document is
not intended for distribution to persons who are not professional investors (as defined in Schedule 1 to the Securities and Futures Ordinance (Chapter 571 of the Laws of Hong Kong)). This document contains no information or material
which may result in it being deemed (1) to be a prospectus within the meaning of section 2(1) of the Companies (Winding Up and Miscellaneous Provisions) Ordinance (Chapter 32 of the Laws of Hong Kong) (the “CWUMPQ”), or an
advertisement or extract from or abridged version of a prospectus within the meaning of section 38B of the CWUMPO or an advertisement, invitation or document containing an advertisement or invitation falling within the meaning of section
103 of the Securities and Futures Ordinance (Chapter 571 of the Laws of Hong Kong) or (2) in Hong Kong to have effected an offer to the public without compliance with the laws of Hong Kong or being able to invoke any exemption
available under the laws of Hong Kong. This document does not constitute a prospectus, notice, circular, brochure or advertisement offering to sell or inviting offers to acquire, purchase or subscribe for any securities in Hong Kong or
calculated to invite such offers or inducing or intended to induce subscription for or purchase of any securities in Hong Kong. No part of these materials shall form the basis of or be relied upon in connection with any contract or commitment
whatsoever.

This presentation and the information contained herein are strictly confidential and are being furnished to you solely for your information and for your use only at the presentation to analysts held by the Company. No part of it may be kept by
you upon the completion of the presentation. By attending the meeting where this presentation is made or by accepting a copy of this presentation, you agree to be bound by the foregoing limitations and to maintain absolute confidentiality
regarding the information disclosed in this presentation and in particular, you: (a) acknowledge and confirm that you have read, and agree to, the restrictions and observations set out in the research guidelines from Cooley HK (the
“Research Guidelines”); (b) agree and undertake not to seek from the Company, its directors or its advisers, whether directly or indirectly, any material information including forward-looking information (whether qualitative or quantitative)
concerning the Company that is not: (i) reasonably expected to be included in the prospectus to be issued by the Company; or (ii) publicly available; and (c) are deemed to have agreed to and represented to the Company and the
representatives the matters set out in the Research Guidelines.

THE SECURITIES HAVE NOT BEEN, AND WILL NOT BE, REGISTERED UNDER THE SECURITIES ACT, OR THE SECURITIES LAWS OF ANY STATE OF THE UNITED STATES OR ANY OTHER JURISDICTION AND MAY NOT
BE OFFERED OR SOLD WITHIN THE UNITED STATES, EXCEPT IN CERTAIN TRANSACTIONS EXEMPT FROM, OR NOT SUBJECT TO, THE REGISTRATION REQUIREMENTS OF THE SECURITIES ACT. NO PUBLIC
OFFERING OF ANY SUCH SECURITIES WILL BE MADE IN THE UNITED STATES OR IN ANY OTHER JURISDICTION WHERE SUCH AN OFFERING IS RESTRICTED OR PROHIBITED.
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A generative Al-discovered TNIK inhibitor for
idiopathic pulmonary fibrosis: arandomized phase 2a

trial
Zuojun Xu 3, Feng Ren, Ping Wang, Jie Cao, Chunting Tan, Dedong Zhao, Jinghong Dai, Yipeng
Ding, Haohui Fang, Huiping Li, Hong Liu, Fengming Luo, Ying Mer a Pan, Pingchao Xiang, Z
ata Rao, Carol Satler, Sang Liu, Yuan Lv, Heng Zhao, Shan Chen, Hui Cui, ... Alex Zhavoronkov &
o S
Medicine (2025) | Cite this article
Metrics
Abstract

Despite substantial progress in artificial intelligence (Al) for generative chemistry, few novel
Al-discovered or Al-designed drugs have reached human clinical trials. Here we present the
results of the first phase 2a multicenter, double-blind, randomized, placebo-controlled trial
testing the safety and efficacy of rentosertib (formerly ISM001-055), a first-in-class Al-
generated small-molecule inhibitor of TNIK, a first-in-class target in idiopathic pulmonary
fibrosis (IPF) discovered using generative Al IPF is an age-related progressive lung condition
with no current therapies available that reverse the degenerative course of disease. Patients
were randomized to 12 weeks of treatment with 30 mg rentosertib once daily (QD, n=18), 30
mg rentosertib twice daily (BID, n = 18), 60 mg rentosertib QD (n =18) or placebo (n=17). The
primary endpoint was the percentage of patients who have at least one treatment-emergent
adverse event, which was similar across all treatment arms (72.2% in patients receiving 30 mg
rentosertib QD (n =13/18), 83.3% for 30 mg rentosertib BID (n =15/18), 83.3% for 60 mg
rentosertib QD (n =15/18) and 70.6% for placebo (n =12/17)). Treatment-related serious
adverse event rates were low and comparable across treatment groups, with the most
common events leading to treatment discontinuation related to liver toxicity or diarrhea.

s —

nature biotechnology

Brief Communication | Open access | Published: 11 December 2024
b bt Intestinal mucosal barrier repair andimmune
regulation with an Al-developed gut-restricted PHD
inhibitor

Yanyun Fu, Xiao Ding, Man Zhang, Chunlei Feng, Zigi Yan, Feng Wang, Jianyu Xu, Xiaoxia Lin,

Xiaoyu Ding, Ling Wang, Yaya Fan, Taotao Li, Yushu Yin, Xing Liang, Chenxi Xu, Shan Chen, Fadi E.
Bulous, David Gennert, Frank W. Pun, Petrina Kamya, Feng Ren, Alex Aliper & Alex Zhavoronkay &

Nature Biotechnology (2024) | Cite this article
6789 Accesses 134 Altmetric | Metrics
Abstract

Hypoxia-inducible factor prolyl
treating renal anemiay

(PHD) inhibits for

clinical testing for

because of alack of efficacy. Here we used

intelligence platform to design an orally gut-restricted selective PHD1 and PHD2 inhibitor
that exhibi safety and

ic profiles in preclinical studies. ISMOL2-
042 restores intestinal barrier function and alleviates gutinflammation inmultiple
experimental colitis models.

nature biotechnology
[EIFEET

Brisf Comm Opan access | Published:

Quantum-computing-enhanced algorithm unveils
potential KRAS inhibitors

nature medicine

WORLD VIEW

Caution with Al-generated content
inbiomedicine

Generative artificial intelligence tools such as chatGPT have many uses in medicine, but
alackofaccuracy poses problems.

nature medicine

Validation of biomarkers of aging

dicine 30, 360-372 {2024) | Llte this adicle
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preclinical and clinical models ' B )

Artificial intelligence, drug repurposing and peer
review

ADVANCED SCIENCE

Research Artice @ Open Accoss @ @
utilizing Al for the Identification and Validation of Novel
Therapeutic Targets and Repurposed Drugs for Endometriosis

https://dol.arg/10.1002/advs. 202406565

nature biotechnology

Deep learning enables rapid identification of potent
DDR1 kinase inhibitors

37, 1035-1040 (2019)
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