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Poster presentations include dose optimization data for novel Wee1/Myt1 co-inhibitor SGR-3515 and the �rst

characterization of SGR-4174, a novel SOS1 inhibitor

CHICAGO--(BUSINESS WIRE)-- Schrödinger, Inc. (Nasdaq: SDGR) presented preclinical data on SGR-3515, its

investigational Wee1/Myt1 co-inhibitor today at the American Association for Cancer Research (AACR) Annual

Meeting 2025. The data demonstrated that SGR-3515 has improved anti-tumor activity in preclinical models

compared to known Wee1 and Myt1 monotherapy inhibitors. The poster also described how the dosing schedule of

SGR-3515 can be optimized to preserve e�cacy and minimize target-related side e�ects. New data was also

presented on the development of a computational method that predicts the response to Wee1-based drug

combinations, including in novel cancer settings such as head and neck cancers. Schrödinger expects to report

initial data from the ongoing Phase 1 clinical trial of SGR-3515 in patients with advanced solid tumors in the second

half of 2025.

Additionally, Schrödinger presented its �rst preclinical data for SGR-4174, its SOS1 inhibitor that disrupts the

interaction between SOS1 and KRAS, the most frequently mutated oncogene in human cancers. SGR-4171

demonstrated high selectivity for SOS1 over SOS2 as well as over other kinases. The data also demonstrated that

SGR-4174 has strong tumor growth inhibition as a monotherapy as well as in combination with MEK or KRAS

inhibitors, while maintaining a favorable safety pro�le. SOS1 development opportunities include cancers such as

lung adenocarcinoma or RASopathies such as Neuro�bromatosis Type 1.

“The preclinical data for SGR-3515 and SGR-4174 further demonstrate that molecules discovered and developed by

Schrödinger have favorably di�erentiated molecular pro�les compared to existing development-stage molecules,”

said Karen Akinsanya, Ph.D, president of R&D therapeutics at Schrödinger. “The preclinical pro�les of these
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development candidates reinforce the power of our computationally-driven approach to designing molecules that

meet challenging target product pro�les and have the potential for meaningful bene�t to patients.”

SGR-3515 Data at AACR

The poster (Abstract #3025), “Optimization of therapeutic index of SGR-3515, a �rst-in-class Wee1/Myt1 inhibitor

through intermittent dosing for monotherapy and combination with chemotherapy in xenograft tumor models,”

includes preclinical data demonstrating that SGR-3515 monotherapy has superior anti-tumor activity compared to

the Wee1 inhibitor ZN-c3 and the Myt1 inhibitor RP-6306 in multiple tumor models as well as synergistic e�cacy

when used in combination with chemotherapy. The poster also shares for the �rst time preclinical data

demonstrating that the potential e�cacy and tolerability of SGR-3515 can be optimized with three to �ve days of

dosing, depending on the tumor type, in a two-week dosing cycle across multiple tumor settings. The optimized

dosing schedule preserves e�cacy while allowing for complete recovery from reversible on-target

myelosuppression in preclinical tumor models.

A second poster (Abstract #3660), “Machine learning-based combination prediction for Wee1 inhibitor,” presents

data showing that a machine learning model, built on the integration of two large cell line combination screening

studies of the Wee1 inhibitor AZD1775, successfully identi�ed known and novel synergistic Wee1 drug

combinations such as with tyrosine kinase inhibitors in ovarian and breast cancers, and with chemotherapy in head

and neck or cancers. The data suggests potential for machine learning based approaches to make predictions with

a high degree of con�dence and gain novel insights beyond the data they are trained on.

SGR-4174 Data at AACR

The poster (Abstract #4376), “Preclinical characterization of SGR-4174, a potent and selective SOS1 inhibitor for the

treatment of pan KRAS mutant cancers in combination with KRAS pathway inhibitors,” includes preclinical data

demonstrating the superior binding, selectivity, and drug-like properties of SGR-4147 compared to MRTX0902 as

assessed via comprehensive in vitro potency, ADME, and safety assays. The preclinical data for SGR-4174 also show

robust suppression of the RAS signaling pathway and potent cell killing activity across multiple cancer types

harboring diverse KRAS mutations as well as EGFR and SOS1 mutations. SGR-4174 monotherapy achieved dose-

dependent target engagement and tumor growth inhibition and induced tumor shrinkage when used in

combination with MEK or KRAS inhibitors in preclinical models of pancreatic and non-small cell lung cancer.

About Schrödinger

Schrödinger is transforming molecular discovery with its computational platform, which enables the discovery of

novel, highly optimized molecules for drug development and materials design. Schrödinger’s software platform is
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built on more than 30 years of R&D investment and is licensed by biotechnology, pharmaceutical and industrial

companies, and academic institutions around the world. Schrödinger also leverages the platform to advance a

portfolio of collaborative and proprietary programs and is advancing three clinical-stage oncology programs.

Founded in 1990, Schrödinger has approximately 900 employees operating from 15 locations globally. To learn

more, visit www.schrodinger.com, follow us on LinkedIn and Instagram, or visit our blog, Extrapolations.com.

Cautionary Note Regarding Forward-Looking Statements

This press release contains forward-looking statements within the meaning of The Private Securities Litigation

Reform Act of 1995 including, but not limited to those statements regarding the potential advantages of

Schrödinger’s computational platform, the clinical potential and favorable properties of SGR-3515, its Wee1/Myt1

inhibitor, and SGR-4174, its SOS1 inhibitor, the potential for SGR-3515 to be used for the treatment of advanced

solid tumors, the potential for SGR-4174 to be used for the treatment of KRAS-driven cancers and RASopathies, and

the timing, progress, and results of clinical trials for its product candidates, including SGR-3515. Statements

including words such as “aim,” “anticipate,” “believe,” “contemplate,” “continue,” “could,” “estimate,” “expect,” “goal,”

“intend,” “may,” “might,” “plan,” “potential,” “predict,” “project,” “should,” “target,” “will,” “would” and statements in

the future tense are forward-looking statements. These forward-looking statements re�ect Schrödinger’s current

views about its plans, intentions, expectations, strategies and prospects, which are based on the information

currently available to the company and on assumptions the company has made. Actual results may di�er materially

from those described in these forward-looking statements and are subject to a variety of assumptions,

uncertainties, risks and important factors that are beyond Schrödinger’s control, including the uncertainties

inherent in drug development and commercialization, such as the conduct of research activities and the timing of

and its ability to initiate and complete preclinical studies and clinical trials, whether results from preclinical and

early clinical studies will be predictive of the results of later preclinical studies and clinical trials, uncertainties

associated with the regulatory review of clinical trials and applications for marketing approvals and the ability to

retain and hire key personnel on its business and other risks detailed under the caption “Risk Factors” and

elsewhere in the company’s Securities and Exchange Commission �lings and reports, including its Annual Report on

Form 10-K for the �scal year ended December 31, 2024, �led with the Securities and Exchange Commission on

February 26, 2025, as well as future �lings and reports by the company. Any forward-looking statements contained

in this press release speak only as of the date hereof. Except as required by law, Schrödinger undertakes no duty or

obligation to update any forward-looking statements contained in this press release as a result of new information,

future events, changes in expectations or otherwise.
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