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Subsequent therapies in the
phase 3 BREAKWATER study

Background Methods

* BRAF V600E mutations are present in 8% to 12% of patients with mCRC and are associated with + BREAKWATER is an open-label, global,
poorer prognosis and reduced efficacy of standard chemotherapy compared with BRAF wild-type randomized, phase 3 study in patients with
disease'? previously untreated BRAF V600E-mutant

Figure 1. BREAKWATER Study Design
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* Encorafenib in combination with the anti-EGFR monoclonal antibody cetuximab is established as
standard care for previously treated BRAF V600E-mutated mCRC5

* In the 1L setting, treatment for BRAF V600E-mutated mCRC has historically consisted of
chemotherapy with or without a biologic agent (eg, bevacizumab); however, efficacy is limited®’

* The ongoing phase 3 BREAKWATER study (NCT04607421) is evaluating ECEtmFOLFOXG6 for 1L
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of subsequent anticancer therapy) per RECIST
1.1 (by investigator assessment), discontinuation
of next-line treatment after first objective disease
progression (by investigator assessment), or
death from any cause, whichever occurs first

- ORR was 60.9% vs 40.0% (odds ratio 2.443; P=0.0008),8 median PFS was 12.8 vs 7.1 months
(HR 0.53; P<0.001), and median OS was 30.3 vs 15.1 months (HR 0.49; P<0.001)

e ) ) " — o « EC+mFOLFOX6 was granted accelerated approval by the US FDA as part of Project FrontRunner
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Other secondary endpoints:
TTR, DOR, PFS2, PROs, safety

Dual primary endpoints: Key secondary endpoint:
ORRe by BICR, PFS by BICR oS
(for EC+mFOLFOXG6 vs control) (for EC+mFOLFOXG6 vs control)

aFollowing a protocol amendment, enrollment to the EC arm was stopped and patients were randomized 1:1 to the EC+mFOLFOX6 or control arms. ®Patients were enrolled between November 16, 2021, and December 22, 2023.
cIn the first 110 patients in each of the EC+mFOLFOX6 and control arms.
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Center, Nashville, TN, USA; “National Cancer Center Hospital East, Kashiwa, Japan; SHammersmith Hospital,
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Oxford, UK; °Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; ""Memorial « The BREAKWATER EC, EC+mFOLFOX6, and control arms included 158, 236, and 243 patients, respectively, for the full analysis

set and 153, 232, and 229 patients, respectively, for the safety analysis set, which consisted of all patients who received =1 dose of Table 3. Subsequent Systemic Anticancer Treatment by Line of Therapy

Sloan Kettering Cancer Center, New York, NY, USA; ""Peter MacCallum Cancer Centre, Melbourne, Australia;
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"*University of Texas MD Anderson Cancer Center, Houston, TX, USA; "®Pfizer, Inc, Milan, Italy; '"Pfizer, Inc, - Baseline demographic and disease characteristics for the full analysis set were generally balanced between treatment groups® - - -
La Jolla, CA, USA; "8Pfizer AG, Switzerland; '°Pfizer, Inc, South San Francisco, CA, USA Patients who discontinued treatment 146/158 (92.4) 169/236 (71.6) 227/243 (93.4)
Suraical conversion rat 2L 107/146 (73.3) 108/169 (63.9) 139/227 (61.2)
_ _ urgical conversion rate BRAF inhibitor + combination? 8/107 (7.5) 10/108 (9.3) 83/139 (59.7)
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«  We present data on subsequent therapies received by patients eqrolled in the Table 1. Surgical Conversion Rate? (Safety Analysis Set) Immunotherapy or other 0 5/108 (4.6) 5/139 (3.6)
phase 3 BREAKWATER study of 1L EC £ mFOLFOX6 vs control in BRAF 3L 48/146 (32.9) 30/169 (17.8) 53/227 (23.3)
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Patients, n/N (%)

Discontinued study treatment

EC
n=158

146/158 (92.4)

EC+mFOLFOX6

n=236

169/236 (71.6)

227/243 (93.4)

Any subsequent systemic anticancer treatment

Any BRAF inhibitor £ combination?

EC * combination?

EC

Encorafenib + panitumumab * combination?

Encorafenib + panitumumab

107/146 (73.3)

21/107 (19.6)

14/107 (13.1)

4/107 (3.7)

108/169 (63.9)

19/108 (17.6)

15/108 (13.9)

9/108 (8.3)

1/108 (0.9)

139/227 (61.2)

100/139 (71.9)

77/139 (55.4)

62/139 (44.6)

4/139 (2.9)

4/139 (2.9)

aTreatment + combination denotes the indicated treatment given with or without any additional anticancer agents.

In the control arm, subsequent BRAF inhibitor—based therapies predominated in the 2L, with 59.7% of patients (83/139) receiving
BRAF inhibitor—based regimens vs 35.3% of patients (49/139) receiving chemotherapy—based regimens (Table 3)

- Of the 83 patients who received a subsequent BRAF inhibitor—based therapy in the 2L, 53 patients received EC
Most of the patients treated with BRAF inhibitor—based therapies in the control arm received these in the 2L (83%, 83/100) and/or 3L

(18%, 18/100) of therapy (Table 3)

PFS2

* Median time from randomization to second progression, discontinuation of next-line treatment, or death was 20.7 months for patients in

the EC+mFOLFOX6 arm compared with 12.9 months for patients in the control arm who received EC as their first subsequent treatment

(Figure 2)

Figure 2. PFS22
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EC+mFOLFOX6 236 221 204 183 158

Control 53 50 46 36 27
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disease progression, or death from any cause, whichever occurs first.

aTime from randomization to second objective disease progression (progressive disease after the start of subsequent anticancer therapy), discontinuation of next-line treatment after first objective
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