Background

* The prevalence in 2025 of patients with HR+/HER2-low mBC receiving subsequent therapy post ET was estimated based
on the current analyses using KRD+ and published literature

Methods

* The current treatment paradigm for patients with HR+/HER2-

(HER2 IHC 0 and HERZ2-low) metastatic breast cancer (mBC) . . _
following progression on multiple lines of endocrine therapy (ET)- Retrospective cohort study in Komodo Research Data (KRD+;

based treatment or in cases of primary endocrine resistance includes 1/2016-1/2025)

Increased Healthcare

Costs and Resource . . _ "
systemic chemotherapy’ * Index line of therapy (LOT) was defined as the initiation

of chemotherapy in the mBC setting

Uti I izati o n FOI Iowi n * Prior findings have indicated poor outcomes following initiation of
g chemotherapy among such patients, many of whom are then initiated » Costs (adjusted to 2025 US Dollar [USD]) and HCRU per
on a subsequent therapy? patient per month (PPPM) were measured from chemotherapy

- I i - Limited data are available on the economic burden following initiation to end of follow-up among patients initiating
P rog ression in Patle nts chemotherapy initiation in this population, and further research is chemotherapy between 1/1/2017 (212 months of washout)
With HR+/HER2-

Study design

« Supplemental materials are available through the QR code on the bottom left corner of this poster and include monthly
healthcare cost for commercial and Medicare populations: (1) on and after the index line and (2) stratified by time of death

HR+/HER2- mBC identification algorithm

« A claims-based algorithm was developed based on medical expert guidance (Dr. Tiffany Traina) to identify patients
with HR+/HER2- mBC receiving chemotherapy (index date) after 22 lines of ET-based treatment or in cases
of primary endocrine resistance (Figure 1)

* As biomarker data (IHC results) are unavailable in KRD+, HR+/HERZ2- statuses were inferred from treatments received
based on expert’s input. As such, HER2 expression profile below the threshold for positivity was not further stratified

. . * Among patients with a non-death progression on
Study ObjeCtIVG chemotherapy (defined with medical expert input as hospice

needed to better understand the impact of progression on this burden and 7/31/2024 (26 months of potential follow-up)
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KEY FINDINGS

This study reports contemporary
estimates of healthcare costs and
healthcare resource utilization (HCRU)

in patients with HR+/HER2- (HER2 IHC O
and HERZ2-low) metastatic breast cancer
(mBC) treated with chemotherapy
following progression on at least two

lines of endocrine therapy (ET)-based

- Quantlfy healthcar.eICOS_tS and progression and post-progression periods using paired t-tests S:Zrtt HR+, ;ng- ET_; L . Chemotherapy Non-death y Iindlfri: 1:Gllintd
C a n Ce r Re ce IVI n g healthcare resource Utl I |Z.at.|(.)n .(H C RU)  Healthcare costs were stratified as follows: availability diagnosis treatment (01/2017 — (;;'/2%“2(1; P )i,n':iiclzgtor plan enrollment availability
after chemotherapy initiation

and around progression
among patients with HR+/HER2- mBC treated
with chemotherapy following ET-based treatment

In the United States (US)

Figure 2. Sample selection flowchart

admission, subsequent therapy or radiotherapy initiation),
costs and HCRU PPPM were compared between the pre-

Figure 1. Study design

Index date

« BC treatment-related: Medical and pharmacy claims | E @ X |
containing codes for a BC-related antineoplastic therapy |

 Other medical: All medical claims not classified
as BC treatment-related

January \ J January
201 6 Overall HCRU/costs 2025
1) 22 lines of ET-based
treatment, or .
Post-progression HCRU/costs
1L ET + CDKA4/6i
ET: endocrine therapy; HCRU: healthcare resource utilization; mBC: metastatic breast cancer

2) <6 months of starting
Note: Real-world non-death proxies of progression were defined with medical expert guidance (Dr. Tiffany Traina) and included hospice admission, initiation of a second line of systemic treatment, or initiation of radiotherapy.

« Other pharmacy: All pharmacy claims not classified
as BC treatment-related

Results

Table 1. Patient Patients with HR+/HER2- mBC Figure 3. Estimated US prevalence of patients with HR+/HER2-low mBC receiving a subsequent therapy

Newly diagnosed patients with mBC?

N = 34,230

N = 1,598
59.3 + 11.6 [59.0]

characteristics

post ET in 2025

Age (years), mean [median]

US adult population (2025)2

L

Sex known, N (%) 1,587 (99.3%)

N = 269,763,509

Patients with HR+/HER2- mBC

N = 21,745 (63.5%) Male

Female 1,571 (99.0%)

16 (1.0%)

L

Race & ethnicity known, N (%) 1,267 (79.3%) Patients with mBCP

Patients initiating chemotherapy:
1) after 22 lines of ET-based treatment, or

2) within 6 months of starting 1L ET +
CDK4/6i

N = 1,656 (7.6%)

White 918 (72.5%)

Black or African American 150 (11.8%)

Hispanic or Latino 112 (8.8%)

Othera 87 (6.9%)
Payer type®, N (%)

N = 301,974 (0.11%)

Patients with HR+/HER2-low mBC¢
N = 22,923 (7.6%)

\

Patients initiating chemotherapy

Commercial 1,062 (66.5%)
Medicare 400 (25.0%)
Medicaid 134 (8.4%) Patients treated with ET in metastatic setting®

Most common comorbiditiesc, N (%)

N = 19,891 (86.8%)

treatment or with primary endocrine N= 1,598 (96.5%)

Liver disease 478 (29.9%)

resistance

* Disease progression was associated
with a marked increase in healthcare
costs, largely driven by other non-BC-
treatment medical expenses, which
accounted for 61.4% of the incremental
post-progression costs

* A substantial increase In inpatient
burden was observed with disease
progression, with mean monthly length
of stay nearly three times higher than in
the pre-progression period

CONCLUSION

These findings fill an HCRU and cost
evidence gap and underscore the need
for therapies that delay progression and
reduce the associated economic burden
among patients with HR+/HER2- (HER?2
IHC 0 and HER2-low) mBC treated

with chemotherapy
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between 1/1/2017 and 7/31/2024

Patients with a nhon-death
progression event

ET: endocrine therapy; mBC: metastatic breast cancer

Note: 2Diagnosis of incident mBC was based on the presence of 22 medical claims with diagnosis codes for primary BC followed by =2
claims with diagnosis codes for secondary neoplasms, excluding breast, skin, or lymph nodes. Patients were required to have 212 months
of continuous health plan enrollment prior to their first mBC diagnosis without diagnoses of other neoplasms and without prior therapy only

approved in the mBC setting.

Healthcare costs

N= 1,130 (70.7%)

Diabetes 350 (21.9%)
336 (21.0%)

14.6 * 12.1 [11.0]

Cardiovascular disease
Months of follow-up9, mean * SD [median]
Most common index chemotherapy, N (%)
Capecitabine-based treatment
Paclitaxel-based treatment
Nab-paclitaxel-based treatment

1L; first-line; mBC: metastatic breast cancer; SD: standard deviation

Notes: alncludes Asian or Pacific Islander (48 [3.8%]) and other races (39 [3.1%]). PTwo patients had unknown payer type.
cAssessed within £ 3 months of index. dDefined as time from initiation of index LOT to the earliest of 1) end of continuous
health plan enrollment, 2) end of data, or 3) death.

Patients Initiating subsequent
therapy post ET®

N = 1,746 (8.8%)

968 (60.6%)
257 (16.1%)
161 (10.1%)

ET: endocrine therapy; mBC: metastatic breast cancer

Notes: 2US adult population was estimated based on the total US population (N = 341,784,857), multiplied by the proportion of adults (78.9%) reported in the 2025 US Census3. °The number of patients with mBC was estimated based on the 2022
prevalence of BC (1.2%) reported by SEER 4 and multiplied by the proportion of prevalent metastatic patients with BC (9.3%), estimated from the current analyses (2017-2025). °The number of patients with HER2-low mBC was estimated based on
patients with HR+, HER2- BC (9.3%) as reported in the current analyses (2017—2025) and multiplied by the proportion of HER2-low patients with HR+/HER2- disease (65.4%) reported in literature®. 9The proportion of patients treated with ET after mBC
diagnosis was estimated from the current analyses (2017-2025). ¢The proportion of patients who received a subsequent treatment post-ET was defined as chemotherapy initiation following at least two lines of ET-based treatment or with primary
endocrine resistance and was estimated from the current analyses (2017-2025).

HCRU

Figure 4. Average healthcare costs PPPM (2025 USD) Figure 5. Average healthcare resource utilization PPPM
Mean cost difference
OVERALL (N = 1,598 AROUND PROGRESSION (N =1,130
PPPM — $8,780 Total costs PPPM ‘ ) ‘ )
*%
BC treatment — 30.9% $23,985 Proportion HCRU Proportion HCRU
Other medical — 61.4% N with 21 visit PPPM with 21 visit PPPM
Total costs PPPM Other pharmacy — 7.7% Other pharmacy
$17,502 $1.119° )
’ Total costs PPPM 99.6% 6.1
Outpatient
Other pharmacy | visifs 99.7% ~ P<0.05
$775 Other pharmacy Other medical 95.2% After progression 6.5
$447* $16,341** -
Other medical -
12,114 Other medical
$ $1O 048** Emergency 3780/0 0.2
! department 61.9% 0.2 > P=0.31
visits 7
BC treatment B%gr%aztgfnt 51.6% I 0.2 ]
$4,613 ’
N
Overall Before progression After progression 26.1% 0.7
N = 1,598 N=1,130 N =1,130 Inpatient 59 9 | >

BC: breast cancer; PPPM: per patient per month; USD: United States Dollar |ength (dayS) ) 0 F<0.001
Notes: In the overall sample, qther mgdical costs were primarilly driveq by outpgtient costs ($6,986 PPPM), foIIowed. by inpatient ($4,802 PPEM) and e.merg.ency.department ($326 - D
PPPM) costs. Of the 1,130 patients with a non-death progression, the increase in other medical costs post-progression was predominantly driven by higher inpatient costs ($7,587
vs. $3,282 PPPM; p<0.001), followed by increases in outpatient ($8,381 vs. $7,328 PPPM; p<0.01) and emergency department ($374 vs. $338 PPPM; p=0.41) costs. HCRU: healthcare resource utilization; PPPM: per patient per month
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