
SpringWorks Therapeutics Announces Long-Term Efficacy and Safety Data from Phase 3 DeFi Trial
of OGSIVEO® (nirogacestat) in Adults with Desmoid Tumors to be Presented at the Connective
Tissue Oncology Society (CTOS) 2024 Annual Meeting

November 7, 2024

– Long-term follow-up data highlight further reductions in tumor size, increase in ORR with additional CRs, sustained improvement in desmoid tumor
symptoms, and consistent safety profile, now with a median duration of therapy of approximately 3 years –

STAMFORD, Conn., Nov. 07, 2024 (GLOBE NEWSWIRE) -- SpringWorks Therapeutics, Inc. (Nasdaq: SWTX), a commercial-stage biopharmaceutical
company focused on severe rare diseases and cancer, today announced that long-term efficacy and safety data from the Phase 3 DeFi trial of
nirogacestat in adults with progressing desmoid tumors will be presented as a late-breaking oral presentation at the Connective Tissue Oncology
Society (CTOS) 2024 Annual Meeting, being held November 13-16, 2024, in San Diego, CA. These results, utilizing an August 2024 data cutoff date,
showed that longer-term treatment with nirogacestat was associated with further reductions in tumor size, increase in objective response rate (ORR)
with additional partial responses (PRs) and complete responses (CRs), sustained improvements in desmoid tumor symptoms including pain, and a
consistent safety profile compared to the April 2022 data cut utilized for the primary results of the trial.

“Our findings demonstrate that longer-term nirogacestat treatment was associated with durable tumor size reductions, evidence of deepening
responses, and sustained benefits in pain, physical functioning and other desmoid tumor symptoms,” said Ravin Ratan, M.D., M.Ed., Associate
Professor, Department of Sarcoma Medical Oncology, Division of Cancer Medicine, The University of Texas MD Anderson Cancer Center in Houston,
and DeFi study investigator presenting the data at CTOS. “Given the oftentimes persistent and debilitating nature of desmoid tumors, these results are
meaningful for patients and clinicians as they provide valuable insights on the longer-term use of this medicine.”

“We are pleased that the growing body of evidence from the DeFi trial continues to support the significant benefits that OGSIVEO is providing for
patients with desmoid tumors,” said Jim Cassidy, M.D., Ph.D., Chief Medical Officer of SpringWorks Therapeutics. “It is also gratifying that feedback
from the real-world setting is consistent with our clinical trial experience, with patients reporting rapid, sustained and continued symptomatic relief,
which is contributing to their overall improved quality of life.”

Additional DeFi data to be presented at CTOS include an oral presentation of a post-hoc analysis assessing the effect of nirogacestat in subgroups of
patients with desmoid tumors who have risk factors associated with poor prognosis and a poster on patients with CTNNB1 and APC mutations.

Oral Presentations at the CTOS 2024 Annual Meeting

Nirogacestat treatment in adult patients with desmoid tumors: Long-term efficacy and safety from the Phase 3 DeFi trial
Date and Time: November 16, 3:30-4:30 p.m. PT (6:30-7:30 p.m. ET)

As previously reported, 70 patients were randomized to nirogacestat in the double-blind (DB) portion of the Phase 3 DeFi trial (NCT03785964); these
patients achieved statistically and clinically significant improvement in progression-free survival (PFS) and ORR, as well as rapid and sustained
improvement in pain, physical functioning, role functioning and overall quality of life, as compared to those randomized to placebo. At the primary
analysis data cut-off date (April 2022), the median (range) duration of nirogacestat treatment was 20.6 (0.3-33.6) months. Following the DB portion of
the study, patients could continue to receive nirogacestat as part of the open-label extension (OLE). As of this long-term follow-up analysis (August
2024 data cut-off date), the median (range) duration of nirogacestat treatment in these patients was 33.6 (0.3 to 60) months. The data being presented
at CTOS evaluated the overall efficacy and safety of continuous nirogacestat treatment in patients initially randomized to nirogacestat in DeFi and
further explored safety and efficacy analyses at milestones of one, two, three, and four years on treatment.

Results demonstrated that:

Three new PRs and three new CRs were reported using the August 2024 versus the April 2022 data cut-off date, resulting
in an ORR of 45.7% (34.3% PR, 11.4% CR) (N=70).
The median best percent reduction from baseline in target tumor size by RECIST 1.1 with continuous nirogacestat
treatment was −32.3% at year one (n=46) and −75.8% for patients completing at least four years (n=15) of treatment.
Improvement in patient reported outcomes (PROs) of pain, desmoid tumor-specific symptom severity, and desmoid tumor-
specific physical functioning, which occurred early (at Cycle 2, the first post-treatment timepoint evaluated as disclosed at
the primary analysis) and were sustained with up to 45 months of treatment with nirogacestat.
The most frequently reported treatment emergent adverse events (TEAEs) that occurred in >20% of patients receiving
nirogacestat over the entire treatment period were diarrhea, nausea, fatigue, hypophosphatemia, and headache, and were
generally consistent between the April 2022 and August 2024 data cutoffs. Most events were Grade 1 or 2, with first onset
occurring in the first year of treatment for most patients. Overall, the incidence and severity of frequently reported TEAEs
decreased through years two, three and four of treatment.

Efficacy of nirogacestat in patients with poor prognostic factors for desmoid tumors: patient-reported outcomes, progression-free survival,
and objective response in the phase 3 DeFi trial
Date and Time: November 16, 3:30-4:30 p.m. PT (6:30-7:30 p.m. ET)
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A post hoc analysis of the DeFi trial was conducted to assess the effect of nirogacestat on PFS, ORR and PROs in subgroups of patients with desmoid
tumors who have risk factors associated with a poor prognosis: larger tumor size (>10 cm), younger age (≤30 years), specific types of CTNNB1 gene
mutations, and presence of pain at baseline. Results include:

Treatment with nirogacestat led to consistent improvements in PFS, ORR and PROs versus placebo regardless of the
patient subgroups.
The ORR risk difference between nirogacestat and placebo ranged from 18.1% to 56.0%, favoring nirogacestat.
Compared with placebo, patients treated with nirogacestat generally reported greater improvement from baseline at cycle
10 in PROs (pain, desmoid tumor-specific symptom burden, physical and role functioning, and overall quality of life) across
subgroups of patient-related and tumor-related poor prognostic factors.
The authors concluded that nirogacestat demonstrates uniform efficacy and consistent improvement in PROs across the
desmoid tumor population.

Poster Presentations at the CTOS 2024 Annual Meeting

Descriptive evaluation of patients with desmoid tumor and co-occurring somatic mutations of CTNNB1 and APC in the Phase 3 DeFi trial
Date and Time: November 14, 5:45-6:45 p.m. PT (8:45-9:45 p.m. ET)

This analysis identified three patients with desmoid tumors enrolled in the DeFi trial who had co-occurring somatic mutations of CTNNB1 and APC,
including two treated with nirogacestat. Both patients achieved a best overall response of partial response (with time to response of 6.0 and 13.8
months). Although the small number of patients limited a formal analysis, descriptive results suggest that patients with this mutational profile benefit
from nirogacestat treatment in a manner that is generally consistent with the overall DeFi study population but may take longer to experience a
treatment response.

About the DeFi Trial

DeFi (NCT03785964) is a global, randomized (1:1), multicenter, double-blind, placebo-controlled pivotal Phase 3 trial evaluating the efficacy, safety
and tolerability of nirogacestat in adult patients with progressing desmoid tumors. The double-blind phase of the study randomized 142 patients
(nirogacestat, n=70; placebo n=72) to receive 150 mg of nirogacestat or placebo twice daily. Key eligibility criteria included tumor progression by ≥20%
as measured by Response Evaluation Criteria in Solid Tumors (RECIST 1.1) within 12 months prior to screening. The primary endpoint was
progression-free survival (PFS), as assessed by blinded independent central review, or death by any cause. Secondary and exploratory endpoints
include safety and tolerability measures, objective response rate (ORR), duration of response, changes in tumor volume assessed by magnetic
resonance imaging (MRI), and changes in patient-reported outcomes (PROs). DeFi includes an open-label extension phase, which is ongoing.

About Desmoid Tumors

Desmoid tumors (sometimes referred to as aggressive fibromatosis, or desmoid fibromatosis) are rare, aggressive, locally invasive tumors of the soft

tissues that can be serious, debilitating, and, in rare cases when vital structures are impacted, life-threatening.1,2

Desmoid tumors are most commonly diagnosed in patients between the ages of 20 and 44 years, with a two-to-three times higher prevalence in

females.3,4 It is estimated that there are 1,000-1,650 new cases diagnosed per year in the United States.4,5,6

Although they do not metastasize, desmoid tumors are associated with recurrence rates of up to 77% after surgical resection.3,7.8 Desmoid tumor
experts and treatment guidelines now recommend systemic therapies as first-line intervention instead of surgery for most tumor locations requiring

treatment.8

About OGSIVEO® (nirogacestat)

OGSIVEO (nirogacestat) is an oral, selective, small molecule gamma secretase inhibitor approved in the United States for the treatment of adult
patients with progressing desmoid tumors who require systemic treatment.

OGSIVEO is not approved for the treatment of any other indication in the United States, or for any indication in any other jurisdiction by any other
health authority.

SpringWorks is also evaluating nirogacestat as a potential treatment for patients with ovarian granulosa cell tumors and for patients with multiple
myeloma as part of several B-cell maturation agent (BCMA) combination therapy regimens in collaboration with leaders in industry and academia.

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Diarrhea: Diarrhea, sometimes severe, can occur in patients treated with OGSIVEO. Diarrhea occurred in 84% of patients
treated with OGSIVEO, and included Grade 3 events in 16% of patients. Median time to first diarrhea event was 9 days
(range: 2 to 434 days). Monitor patients and manage using antidiarrheal medications. Modify dose as recommended.
Ovarian Toxicity: Female reproductive function and fertility may be impaired in patients treated with OGSIVEO. Impact on
fertility may depend on factors like duration of therapy and state of gonadal function at time of treatment. Long-term effects
of OGSIVEO on fertility have not been established. Advise patients on the potential risks for ovarian toxicity before
initiating treatment. Monitor patients for changes in menstrual cycle regularity or the development of symptoms of estrogen
deficiency, including hot flashes, night sweats, and vaginal dryness.
Hepatotoxicity: ALT or AST elevations occurred in 30% and 33% of patients, respectively. Grade 3 ALT or AST elevations
(>5 × ULN) occurred in 6% and 2.9% of patients. Monitor liver function tests regularly and modify dose as recommended.
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Non-Melanoma Skin Cancers: New cutaneous squamous cell carcinoma and basal cell carcinoma occurred in 2.9% and
1.4% of patients, respectively. Perform dermatologic evaluations prior to initiation of OGSIVEO and routinely during
treatment.
Electrolyte Abnormalities: Decreased phosphate (65%) and potassium (22%) occurred in OGSIVEO-treated patients.
Phosphate <2 mg/dL occurred in 20% of patients. Grade 3 decreased potassium occurred in 1.4% of patients. Monitor
phosphate and potassium levels regularly and supplement as necessary. Modify dose as recommended.
Embryo-Fetal Toxicity: OGSIVEO can cause fetal harm when administered to pregnant women. Oral administration of
nirogacestat to pregnant rats during the period of organogenesis resulted in embryo-fetal toxicity and death at maternal
exposures below human exposure at the recommended dose of 150 mg twice daily. Advise pregnant women of the
potential risk to a fetus. Advise females and males of reproductive potential to use effective contraception during treatment
with OGSIVEO and for 1 week after the last dose.

ADVERSE REACTIONS

The most common (≥15%) adverse reactions were diarrhea (84%), ovarian toxicity (75% in the 36 females of reproductive
potential), rash (68%), nausea (54%), fatigue (54%), stomatitis (39%), headache (30%), abdominal pain (22%), cough
(20%), alopecia (19%), upper respiratory tract infection (17%), and dyspnea (16%).
Serious adverse reactions occurred in 20% of patients who received OGSIVEO. Serious adverse reactions occurring in
≥2% of patients were ovarian toxicity (4%).
The most common laboratory abnormalities (≥15%) were decreased phosphate, increased urine glucose, increased urine
protein, increased AST, increased ALT, and decreased potassium.

DRUG INTERACTIONS

CYP3A Inhibitors and Inducers: Avoid concomitant use with strong or moderate CYP3A inhibitors (including grapefruit
products, Seville oranges, and starfruit) and strong or moderate CYP3A inducers.
Gastric Acid Reducing Agents: Avoid concomitant use with proton pump inhibitors and H2 blockers. If concomitant use
cannot be avoided, OGSIVEO can be staggered with antacids (e.g., administer OGSIVEO 2 hours before or 2 hours after
antacid use).
Consult the full Prescribing Information prior to and during treatment for important drug interactions.

USE IN SPECIFIC POPULATIONS

Because of the potential for serious adverse reactions in breastfed children, advise women not to breastfeed during
treatment with OGSIVEO and for 1 week after the last dose.

To report suspected adverse reactions, contact SpringWorks Therapeutics at 1-888-400-SWTX (1-888-400-7989) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

Please see full U.S. Prescribing Information for OGSIVEO for more information.

About SpringWorks Therapeutics

SpringWorks is a commercial-stage biopharmaceutical company applying a precision medicine approach to developing and delivering life-changing

medicines for people with severe rare diseases and cancer. OGSIVEO® (nirogacestat), approved in the United States for the treatment of adult
patients with progressing desmoid tumors who require systemic treatment, is the Company’s first FDA-approved therapy. SpringWorks also has a
diversified targeted therapy pipeline spanning solid tumors and hematological cancers, with programs ranging from preclinical development through
advanced clinical trials. In addition to its wholly owned programs, SpringWorks has also entered into multiple collaborations with innovators in industry
and academia to unlock the full potential for its portfolio and create more solutions for patients in need.

For more information, visit www.springworkstx.com and follow @SpringWorksTx on X (formerly Twitter), LinkedIn, and YouTube.

SpringWorks Forward-Looking Statements

This press release contains “forward-looking statements” within the meaning of the Private Securities Litigation Reform Act of 1995, as amended,
relating to our business, operations, and financial conditions, including but not limited to current beliefs, expectations and assumptions regarding the
future of our business, future plans and strategies, our development and commercialization plans, our preclinical and clinical results, as well as relating
to other future conditions. Words such as, but not limited to, “look forward to,” “believe,” “expect,” “anticipate,” “estimate,” “intend,” “plan,” “would,”
“should” and “could,” and similar expressions or words, identify forward-looking statements. New risks and uncertainties may emerge from time to
time, and it is not possible to predict all risks and uncertainties. Any forward-looking statements in this presentation are based on management’s
current expectations and beliefs and are subject to a number of risks, uncertainties and important factors that may cause actual events or results to
differ materially from those expressed or implied by any forward-looking statements contained in this presentation, including, without limitation, risks
relating to: (i) the fact that topline or interim data from clinical studies may not be predictive of the final or more detailed results of such study or the
results of other ongoing or future studies, (ii) the timing of our planned regulatory submissions and interactions, including the timing and outcome of
decisions made by the U.S. Food and Drug Administration (FDA), European Medicines Agency (EMA), and other regulatory authorities, investigational
review boards at clinical trial sites and publication review bodies, (iii) whether FDA, EMA, or other regulatory authorities will require additional
information or further studies, or may fail or refuse to approve or may delay approval of our product candidates, including nirogacestat and
mirdametinib, (iv) our ability to obtain regulatory approval of any of our product candidates or maintain regulatory approvals granted for our products,

https://www.globenewswire.com/Tracker?data=hnmsSaEfIO9DsttAdOh58ZioN2cb75FNFOZ8gv4IFSTKb9-Eaf5OmszlEicTb6Ny0mHgHY3ONlo9cPJ7QPvGK1XawB2ROQ_u-y5dZotyrftBVxekdQv9h5_Ms-J1y2foDMBN7wV2-l_RgfD9s-kM9-Ct6-ymZ6olYfpv8Y-OTjzgrtE44AnJA0GukJfoHpyVwFCxfFp_pT6wrYF-zbpSMcugY-j7RbuLuhsdIrnRcjjqX9Mlldj10TEdgMgnLCpUrH4W1nMk0FCjFbpmfJ0gvg==
https://www.globenewswire.com/Tracker?data=URnQgt410dx3KXcB3xSHKQZC3hOBiWEPR_DzWHxWzrQOyURkBo0ab0TKrzUfs0mWhMnQZ2eKLik7D-T56ryu99Fe682_95lyvqS170RBu__gMbjXdDFsTGSXNwxaEJy8AGcSdSaX9ScLPn27rjbyaZKuPGnF-WKIiX65wgI78hK2H3SqgBjLQCaiaAlR-1ADQYgaeGmiZ_XkT2-1mjcGm5xVQr6cdT6TzydigmCiG0nkI7hLHRwqX6th4H1-lW2GGg3M1yqiFxapMxOMaWU9Jn6PwE07KHi0vPRnn9BijZZFWi-p1haw_3fBU1h37zbvzWdBbI49JUxxfEvf2ITNNhOo2FaBrPGawbrHwO76hsHbkCn9Z8CsYLokXPdUGVtd0uGJjKzImpRvqDlLAEJ-J-8PYWKYDJclpZpK6jTE5bI=
https://www.globenewswire.com/Tracker?data=W1SZj6CmeZc1WRJPGxt1kt5nR8vitNCVuocerSh87uA_PmBB-CUMDKmum9Z-HcVryhRFV6P8JPzBZzrC8FuMpymTzQ1kkBd3t8jW0q1sBG3eemNb3jLyEZO9xOUlvVa4lDUnX5FI82vQdMQA7F3j46NKv5S1KoKvCy_Me2i_TP0ETMnJyXbvtzZVdx96rUIyFnBAPDf_GN8Xjnc2b_5DabWIPJbVZDe5_5vpRaBwXUZTaWdFNXrJBBWpjg_TebO2HNofo6T6RZoCUU0UKUFMcg==
https://www.globenewswire.com/Tracker?data=q1K8xNRYS__JbkFbPz_wXxL22C2wswY1bRTE7MPbg29x7qRtZtkiZqvUNK56SkiI_3E7d2pNT3wuyb8n3MkYPHb8MlipD4I28tjjdtieat2cDOQ2-MBOn2-j9mZd73av3xmas9Qk2yXw2GSz_I8JpQxUeK54N4W2zO_cxs6We7yHSrkQOaS5gl2wYn5hR1qgKpQIYEM7v2mggMExBATcZ0t4sV_dTBIupwsn6Kuc1HN0Ynar2Lk7qs3Tiuktgzqf
https://www.globenewswire.com/Tracker?data=Q3rXmk5ux2Y4aZDHae4CtoAf6HvqDkV8P6yMnmqvjuyFXnN9Mde76DiAlLhHgjKnHNPrp7TyADRqcZqGdi50S2wLuqb-1aau5y7ti-oMXSQ3hFlBs5dGsishKjgWyACYuQT0ykEnjNIYgp2E_kzXj_McCMoA5DPi-MYCbXiyaYWxvDj_b73KL5UXwp_seq55Zw4Ml7BPtASpP8i2I-QN4UDvxv2lOpPQGa_kn1QX_UEJ48F0HC77W5vjDMhuvMNmQjKcbk62e6SxeGbbf_DANQ==
https://www.globenewswire.com/Tracker?data=fvAUshUF-1Pr6n4mYScp8xezR_B0XnWfyvqXE3WRztQC0_WnrO89_Ppqi1jhK90D0VKDdkKEI0_3yeyUn8b_R8RML4BrEgL6Fcq4RUxPJmnHsB3trR1yZK48ZG1Jk8WVQ7C5kYP6hTjNWZU4pbRcn_80YGjZmGUlStoapzpW8CvARW1-Hqf21hG_I0uFNDcW5C3YDgLy8l2mALJKxldxMi0Ncv7CGFqyF8-14BE-BGU28XgYeaBvGbCrGjj3mg7G


(v) our ability to maintain adequate patent protection and successfully enforce patent claims against third parties, and (vi) our ability to meet any
specific milestones set forth herein.

Except as required by applicable law, we do not plan to publicly update or revise any forward-looking statements contained herein, whether as a result
of any new information, future events, changed circumstances or otherwise. Although we believe the expectations reflected in such forward-looking
statements are reasonable, we can give no assurance that such expectations will prove to be correct. Accordingly, readers are cautioned not to place
undue reliance on these forward-looking statements.

For further information regarding the risks, uncertainties and other factors that may cause differences between SpringWorks’ expectations and actual
results, you should review the “Risk Factors” in Item 1A of Part II of SpringWorks’ Quarterly Report on Form 10-Q for the quarter ended June 30, 2024,
as well as discussions of potential risks, uncertainties and other important factors in SpringWorks’ subsequent filings.

Contacts

Media:
Media@Springworkstx.com

Investors:
Investors@Springworkstx.com
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