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Item 8.01 Other Events.

On September 10, 2022, SpringWorks Therapeutics, Inc. (“SpringWorks” or the “Company”) presented data from the Phase 3 DeFi trial of nirogacestat, an
investigational oral gamma secretase inhibitor, in adult patients with progressing desmoid tumors, at the European Society for Medical Oncology (ESMO)
Congress 2022.

The DeFi trial is a global, randomized, double-blind, placebo-controlled 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 to receive 150 mg of nirogacestat or placebo twice
daily. The study enrolled patients with progressing desmoid tumors at baseline and included a high proportion of patients with multifocal disease and
uncontrolled pain.

The DeFi trial met its primary endpoint of improving progression-free survival (“PFS”), as assessed by blinded independent central review, demonstrating a
statistically significant improvement for nirogacestat over placebo, with a 71% reduction in the risk of disease progression (hazard ratio (HR) = 0.29 (95%
CI: 0.15, 0.55); p< 0.001). The median Kaplan-Meier estimate of PFS was not reached in the nirogacestat arm and was 15.1 months in the placebo arm. A
PFS benefit was observed across all prespecified subgroups, including gender, tumor location, prior treatment or surgery, and mutational status. Confirmed
objective response rate (complete response + partial response) based on RECIST v1.1 was 41% with nirogacestat versus 8% with placebo (p<0.001). The
complete response rate was 7% in the nirogacestat arm and 0% in the placebo arm. Nirogacestat demonstrated statistically significant and clinically
meaningful improvements in patient-reported outcomes (“PRO”), which were key secondary endpoints of the study. Specifically, nirogacestat significantly
reduced pain (p<0.001) and other DT-specific symptoms (p<0.001) and also significantly improved physical/role functioning (p<0.001) and overall health-
related quality of life (p=0.007). Most PRO benefits were observed as early as Cycle 2, which was the first timepoint for post-treatment evaluation, and were
sustained over the duration of the study.

At the time of primary analysis, which was April 7, 2022, the median duration of treatment was 20.6 months for participants on nirogacestat and 11.4 months
for those on placebo, with the majority of nirogacestat patients continuing on treatment. Nirogacestat exhibited a manageable safety profile in the DeFi trial,
with 95% of all treatment-emergent adverse events (“TEAE”s) reported as Grade 1 or 2. The most frequently reported TEAEs in participants receiving
nirogacestat as compared to the placebo arm were diarrhea (84% versus 35%), nausea (54% versus 39%), and fatigue (51% versus 36%). Forty-two percent
of patients in the nirogacestat arm versus 0% in the placebo arm required dose reductions due to TEAEs and 20% of patients in the nirogacestat arm versus
1% in the placebo arm discontinued treatment due to TEAEs. Ovarian dysfunction, which was defined by investigator-reported events of amenorrhea,
premature menopause, menopause, and ovarian failure, was observed in 75% (27/36) of women of childbearing potential receiving nirogacestat. These events
resolved in 74% (20/27) of the affected participants, including 64% (9/14) of such participants who remained on nirogacestat treatment and 100% (11/11) of
those participants who discontinued treatment for any reason.

A copy of the Company’s presentation materials in connection with the ESMO Congress 2022 are attached as Exhibit 99.1 to this Current Report on Form 8-
K and are incorporated herein by reference.
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99.1 ESMO Congress 2022 Presentation by SpringWorks Therapeutics, Inc. on September 10, 2022.
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Gamma Secretase Inhibition in Desmoid Tumors

Wnt Notch
= Desmoid turmors (DT) are rare, locally aggressive, and invasive soft-tissue tumors that pathway Notch ¢ Pathway

are challenging to manage due to variable presentation, unpredictable disease
course, and a lack of approved therapies'?

= Treatment should be individualized to optimize tumor control and improve symptom
burden, including pain, physical function, and overall quality of life®

o ]
— A global consensus initiative has been launched by The Desmoid Tumor Working Group
aiming to harmonize management strategies* D o,
= There is mechanistic rationale for the use of gamma secretase inhibitors (GSI) in DT LFc E
as these tumors highly express Notch, which can be blocked by GSls®® NICD
= Nirogacestatis an investigational, oral, selective, small-molecule GSI that has shown
evidence of antitumor activity in DT in Phase 1 and 2 trials with a manageable Canenical Wnt signaling

adverse event profile’™8

DT, desmoid tumar, GEI, gamma secnelase inhibitor; NICD, Notch intracielutar dosrain

1, Vilalobos #2al, Ann Sorg Oncol 2018:25:TE8-TT5. 2 Kasper of al, Oncologis?. 2015, 16:642.693, . Gounder ot al, Cancor, 2020, 128:531-539. Imags adesbed Fom Ancerssin ot i Devekopawn (2011}
4, Desmoid Tumor Warking Group, Eur J Cancer, 202012796107, $, Andersson et al. Dvalopment, 2011;138:3550-3612. 6, Gounder ol al, Cancer, 2015;121:3933:3507 Ot i oS L

T, Messarsmith ¢l al. Clin Cancer Res. 2015206067, & Kummaref al. J Cin Qncol 2017:35;1551-1562
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DeFi: Phase 3 Study of Nirogacestat vs Placebo in Adult Patients With DT

= Global, randomized, double-blind, placebo-controlled, Phase 3 = Primary: Progression-free survival®
trial comparing the efficacy, safety, and tolerability of
nirogacestat vs placebo in adult patients with progressing DT = Secondary: Objective response rate and patient-reported
outcomes, such as pain, symptom burden, physical/role function,
= 142 patients randomized across 37 sites in North America and and overall quality of life®
Europe

| | ; ; ;
141 M IC-H...I:E..IHI:

= Histologically confirmed DT with progressive disease per

: 150 mg BID Radi b Open-label
RECIST v1.12 Stratified t:‘." "I';,:L";‘:“’““““ nirogacestat
tumor location ! . 150 mg BID

=  Treatment-naive with DT not amenable lo surgery, or [in[ra. s gxtra-

= Refractory or recurrent disease (after 21 line of therapy) abdominal)

Primary Analysis Data Cutoff: April 7, 2022

Pregressive dissase deSned by histolagicaly confirmed DT that has progressed 220% vathin the past 12 months by RECIST vi.1. Targel bamors identified 8t seresning by the kevesligater
"Prograssion was detemsined radugraphically using RECIST v1.1 or chnically by independent, binded, central radiologic ¢ dinical review.
*As aesessed by change fom basslne for BPISF, GODDESS DTSS. GODDESS OTIS, and EORTC QLG-CH0 at Cyce 10
it CREEALE PIOGIRSAIN O o the faquined number of events have bean otsened and e pimany progression-bes survval Anshai has been completed
B, bwica-dady dosing; BPI-SF, Bried Pain Inventony-Shoe Foem; DT, desmoid fumor, OTIS, GODDESS OT Impact Scale; DTSS, GODDESS DT Symplom Sealy; EORTC OLG-C30, European Ceganisation for Ressarch and Trestmant of Cancar Quality of
Life Questionnaiee-Core 30 GODDESS, GOundedDiesmoid Tumer Ressarch Foundation DEsmold Symplomimpact Scale: RECIST, Response Evaluation Crteria in Sold Tumers
ClinicalTrials.gov, hitps -'-'c#&mnﬂsgvnuﬁnw-kﬂﬂz?ﬁw Aceassed August 24, 2002
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Baseline Demographics and Characteristics

Demographics/Characteristics, ITT Population Mirogacestat (n=70) Placebo (n=72)
Age, median (range), y 33.5(18, 73) 34.5(18, 78)
Sex, n (%)

Male 25 (38) 25 (35)

Famale 45 (64) 47T (65)
Somatic mutations in analyzed patients, n (%)°

APC 11 (22) 11 (21)

CTNNBT 43 (84) 42 (78)
Tumor location, n (%)

Intra-abdominal 17 (24) 18 (25)

Extra-abdominal 53 (T6) 54 (75)
Focal category, n (%)

Single 43 (61) 41 (57)

Multifocal 27 (38) 31 (43)
Desmoid tumor treatment status, n (%)

Treatment naive 18 (28) 14 (18)

Refractory/Recurrent 52 (T4) 58 (81)
MWumber of lines of any prior therapy, median (range) 2 (0. 14) 2 (0. 19)
Prior therapies, n (%)

Prior systemic tharapy 43 (61) 44 (61)

Prior radiation therapy 16 (23) 16 (22)

Prior surgery 31 (44) 44 (61)
Patients with uncontrolled pain per BPI-SF AP| >4, n (%)® 16 (23) 14 (19)

*Evaluabie sampias ot available for all patients. Sampies wane anatyzed for 51 and 53 patients in the nirogacestal and placebo ams, respactivaly,
*Oufined a5 3 scon of >4 caloulated @5 the average of e daly BP-SF Hem 3 Wors Pain in Past 24 hours” over the 7-day paniod bafom e bassling wisit
AP, areerage pain indgx; BPLEF, Brigd Pain Irventany=Short Form [T inbention 1o treat
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Nirogacestat Significantly Reduced Risk of Disease Progression

1.04
0.9
0.8
0.7 4
0.8+

0.5

Probability

0.4

0.34

024 No. of Mo. of
Patients Events Median [95% CI) Hazard ratio (95% CI}
0.1+ Nirogacestat 70 12 NE (ME. NE) P=0.001
Placebo 72 a7 15.1 (8.4, NE) 0.29 (0.15, 0.55)

0.0

8 12 14 6 18 20 22 24 26 2@ 30 a2
Progression-free survival, months

P o
P
e

]

Ho. of Participants at Risk:
Niregacestat 70 63 56 52 52 47 46 44 44 4 26 26 17 12 4 4
Placebo 72 BT 58 47 45 40 32 29 a7 25 10 8 B 5 1 1

oo

Meskan fobow-up Sme was 19.2 months for nirsgacestst and 10,9 menths for placete.
ME. nal éxstisnatie.
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PFS Benefit With Nirogacestat Was Observed Across Prespecified Subgroups

Hazard Nirogacestat Placebo
Ratio Censored/Events Censored/Events
Sex
Male 0.26 21/4 14 /11 ——
Femala 0.30 7B 217126 ——
APC mutation
Yes 0.20 9/2 3i/8 —
CTNNB1 mutation
Yas 0.28 vie 21721 .
Target tumor location
Intra-abdominal 017 15/2 7M1 ——————————
Extra-abdominal 0.34 43110 28126 ——
Focality
Single 0.29 arle 22719 ——
Multifocal 0.30 21/8 13/18 ——
Prior surgery
Yes 0.31 26/5 21723 —_—r—
Mo 0.33 32!/7 14 /14 —_——
Prior chemaotherapy
Yas 0.24 19/5 10717 ——
Mo 0.32 38/7 25/ 20 ——
Prior TKI treatment
Yes 0.15 19/ 4 8116 ——
Mo 0.38 39/8 2TiA ——
0.00 1.00 2,00
PFS. prograssion-frée survval THI tyrosing kinase inhibitor Hazard Ratio (95% CI) Nirogacestat vs Placebo
m ONEress Favers nirogacestat « * Favors placebo
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Objective Response Rate by Blinded Independent Central Review

Nirogacestat (n=70) Placebo (n=72)
Objective response rate (CR+PR), n (%) 29 (41) 6 (8)
95% ClI (30.2, 54.5) (3.1, 17.3)
Two-sided P value <0.001
Best overall response, n (%)
Complete response 5(7) 0
Partial response 24 (34) 6(8)
Stable disease 35 (50) 55 (76)
Progressive disease 101 10 (14)
Mot evaluable 4 (8) 1(1)
Time to objective response, median (range), mo 5.6 (2.6, 19.4) 11.1 (2.8, 16.4)
Kaplan-Meier estimate of median duration of objective response (95% CI), mo?® NE (NE, NE) NE (8.3, NE)

"Doration of cbjective msponss was defined a5 duralion in months frem the time CR or PR {which ewer cams gt was met untl the date of prograssion, death, or cansoning,
CR, complite response; NE, nol eshimable; PR, partial responss.
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Change in tumor size, %

22

g

N R R

:

Nirogacestat Treatment Resulted in Substantial Reductions in Tumor Size

Nirogacestat Placebo
I:..
Illl---u----nnllIlll"l"“l"""ll"lll“l“““ ‘I “n _;- I-llllllllullll.lluunmum___ ______ ""'“""ll"l"l"l“

“Fatient had & complete rescluion of the tangat lesion bt 518 had documented non-Sangat kesicn; thanelone, not a complete responsa.
Bt parcont changa values ane averaged betwesn 2 biinded indepandent reviewars unless 8 reader was selcied for adudication, in which case only the adudicated value is prasenind
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Nirogacestat Significantly Reduced Pain Severity Compared With Placebo
Brief Pain Inventory-Short Form — Average Pain Intensity

i LS mean (5 Ni tat Placebo Difference
: Cycle 10 -15(0.3) =0.04 {0.3) =15 P
2 : P<0.001 +—e— Placeio
§ Worsening
E 0 i
g 0
Y as
E
5 4
£
g s
=4
E 5 Improvement
=1
-25 T T T T T T T T T T T T T T T T T T T T T T T L
Baseine C2 C3 C4 C5 C©8 CF €8 cf|cio|cil ©I2 €13 Ci4 ©I5 CI6 CI7 Ci8 C19 C20 C21 C22 C23 C24 C25
Analysis wisil
Hirogacesiat W= &3 &1 5T 43 “ 46 45 &3] 41 &0 o 40 25 bl >3 38 4 X 32 = M 2 b M 4
Placebo W= 71 &1 [ 7] F5] 45 48 &0 35 M ki) F: 3 M n F. ] 3 25 22 3 | n 17 14 18 16 18 i1

Whean [SD) buasaling scons: nirggacestal, 1.2 {3.28); placebo, 1.3 {3.31). Differences at Cych 10 wens statisticaly significant and cinically maaninghl. LS mean changs from buseling repragents B T-day verage.

LE, least squanes.

ngress
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Nirogacestat Significantly Reduced DT-Specific Symptom Severity

GODDESS DTSS - Total Symptom Score

15- L5 mean (SE) Ni cestat Placeba Differance
! Cycle 10 =12 (0.2} 0.4 (0.2) =1.6 #——t——=8- Nirogacestal
P=0.001 +——a——= Plcebo

1

LS maan (95% Cl} for change from baseling

X

| | Improvement

L3l
61

Nircgatrital H= &9
Placebo W= T

i

C11 €12 ©13 C14 ©15 C16 CI7 C1B C19 C20 C21 C22 €23 C24 25
Anabyses visil

0 ¥ ¥M ¥» B
1 W O Bnm o n

B
an

£
n

OB B
F B b 14

32
"

1
16

1]
16

28
n

Mean [50) haseline scones: neogacestal, 3.4 (2.34); placabo. 3.5 (2.57). Differencas a1 Cycie “! ‘W sialisticaly significant and chnically meaningiul.

OTSS totad sympiom scone includes pain, fatique, swoling, musche wesakness, and difficulty moving

DT, desgmdid tumar, DTSS, GOODESS DT Symptom Scakic GODDESS, GOuwrdenDasmoid Tumar Research Foundation DEsmaid Symplom/impact Scaie; LS, least squanes
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Nirogacestat Significantly Improved Physical/Role Functioning and QoL

GODDESS DTIS - Physical Functioning Impact Score

VER LS mean (SE Mii Placebo Diffarance
Cycle 10 =0.7 {0.1) 0.2 (01) =08 e Meogaiestal
] P<0,001 e PRGEDD

=
o

b
o

-

LS mexan (95% CI) for change Trom baseling
o

i
=
[0

Boseline C2 ©3 €4 C5 CB ©7 CB €8

Nircgecental M= & 60 53 46 43 M
Pisteba W= T3 4 L] B 42 1]

a4 43 44
¥ W M

- ]

- ]

Improvement
C11 €12 €13 Ci4 ©I5 C16 CIT C1B C19 C20 C21 C22 C23 C24 25
Analysis visit
34 38 34 33 n 4 a2 33 34 30 2 n 30 F- 3

2 24 22 3] 33 4] 19 20 1% L1 1] kL] 8 14 18

= Nirogacestat also significantly improved EORTC QLQ-C30 phma! functioning (P<0.001), role functioning (P<0.001), and global health status/Qol

(P=0.007) at Cycle 10 compared with placebo

Mean (3D baseline senres: nivagacesial, 2.8 1. 14]; placsba, 2.7 {1 24). Diffarencas a1 Cycle 10 wers statistizaly sicnificant and clinically meaningtul. [ITIS physical funclioning includes moving, reacing, vigorus aciivity, madsrale sctivity, secomplishing less.
DT, desmesd bumor, DTIS, GODDESS DT Impsei Seale; ECRTC OLOXC30, Eurepaan Onganisaltion for Rssearch and Trealment of Canose Qualty of Lite Cussoneaine-Core 30; GODDESS, GlundeiDesmesd Tumiv Resesrch Foondation DEsmesd

Symploympact Scabs; LS. leas| squares; QoL quabty of b,
Ngress
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Nirogacestat Safety Profile

Safety population, n (%) Nirogacestat (n=69) Placebo (n=72)
Duration of study drug exposure, median (range), months 20.6 (0.3, 33.6) 11.4 (0.2, 32.5)
Dose intensity, median (range), mg/d 288.3 (168, 300) 300.0 (239, 300)
Any Grade  Grade 23 Any Grade Grade 23
Any TEAE 69 (100) 39 (57) 69 (96) 12 (16)
TEAEs of any grade reported in 225% of patients in either arm
Diarrhea 58 (84) 11 (16) 25 (35) 1 (1)
Nausea 37 (54) 1(1) 28 (39) 0
Fatigue 35 (51) 2(3) 26 (36) 0
Hypophosphatemia 29 (42) 2(3) 5(7) 0
Rash, maculopapular 22 (32) 4 (6) 4 (6) 0
Headache 20 (29) 0 11 (15) 0
Stomatitis 20 {29) 3(4) 3 (4) 0
TEAES leading to death 0 1011
Dose reductions due to TEAEs 29 (42) 0
Discontinuations due to TEAEs 14 (20 1 (1)

= 95% of TEAEs were Grade 1 or 2; the first onset of TEAEs in most patients occurred during Cycle 1
*Death dow 1o sepsis

*TEAES laading 1o discontinuations in 21 patient includs gastrointestingl dsorders (n=5 [4%), cvarian dysfunction (r=4 [3%]), alaning aminotrarsiemss increase (re3 [2%]), aspanals aminotransferase incraasa {n=2 [1%). and metabolism/nutrisoral
desceniers (n=2 [1%])
TEAE, iroatmant-amergent advesse evan]
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Frequency and Resolution of Ovarian Dysfunction Observed With Nirogacestat

= 0D is a composite adverse event associated with
changes in female reproductive hormone levels
and clinical manifestations'-

= Protocol-mandated serum hormone collection at
baseline and cycles 1, 2, 4, and every 3 thereafter

= Among women of childbearing potential, OD® was
observed in 75% receiving nirogacestat and 0%
receiving placebo

- Median time to first onset of OD: 8.9 weeks

- Median duration of OD events: 21.3 weeks

00 among womaen of childbaaring potential was defined by investigators wh reponed the MedDRA Prafomed Tems of
amenontied, premalung Mmenopause, menoiiuse, and cvanan faloe

s of Jaly 20, 2022

"Regoiution of 0D events was defined by the imestigatar.

0D, evarian dysfunction

1. Therston & al. Dbsfol Gyneco! Cin Noh Am. 2001, 35:488-501. 2. Mawi el 8. Front Endosnngd (Lavsannel. 2020:11:5723348.
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27« women of
childbearing potential
oD

Unresolved
ODin5
patients

(36%)

resolved®in
9 patients

(B4%)

resolved? in
11 patients

(100%)

0D status
unknown
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Summary

= DeFi represents the largest and most rigorous randomized controlled trial conducted to date in DT
—  DeFiis also the first Phase 3, randomized, contralled trial to demonstrate clinical benefit with a GSI in any indication

= Nirogacestat demonstrated rapid, sustained, and statistically significant improvements in all primary and
secondary efficacy endpoints

= T1% reduction in the risk of disease progression as compared with placebo
= Objective response rate of 41%, including a 7% complete response rate

—  Statistically significant and clinically meaningful improvements in pain, disease-specific symptom burden, physicalirole functioning, and
overall quality of life (P<0.007)

* Nirogacestat exhibited a manageable safety profile, with 95% of all treatment-emergent adverse events being
Grade 1 or2

= Nirogacestat has the potential to become the standard of care for patients with DT requiring systemic treatment

DT, dessmaid bumer, GS1, gamena secrelasa inhibior.
Li]
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