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B k Table 2. Baseline characteristics® for patients receiving tucatinib in the Flatiron database and - Twenty-nine patients received tucatinib immediately following T-DXd therapy (median lines of therapy Table 3. Median OS, TTNT, and TTD among patients receiving tucatinib-based regimens
ackground HER2CLIMB trial prior to tucatinib was 3). Flatiron: Flatiron 2L+3L: Flatiron 2L+3L:
Characteristic Flatiron (N=183) HER2CLIMB (N=410) > Median (range) duration of T-DXd was 3.7 (0—21) months. Overall Any tucatinib regimen  Approved tucatinib triplet

° Tugatinib ig ag_ ora:cl tyr%silne kipase in_hri1bri;cor approygd IN rrultiplehcfountriezs ||£|1 Eclg;ngination wi’Fh l’:t)rastuzumab Age (years), median (range) ‘ 56 (28—84) ‘ 54 (25-80) Real-world OS Efficacy outcomes (N=183) (n=94) (n=70)
and capecitabine for adult patients with human epidermal growtr act;)r ( )+ metastatic breast cancer Race, n (%) «  Median OS (95% CI) was 26.1 (20.2—not reached [NR]) months from initiation of tucatinib treatment 0S
’Erl\m/leBrgé,tlans(t:gf[%g% t%?]tleﬂts with brain metastases, who have received 21 prior anti-HER2—-based regimens in White 101 (55) 287 (70) (Table 3, Figure 2A). Median, months (95% CI) 26.1 (20.2-NR) NR (NR-NR) NR (NR-NR)
J | | o S Black 25 (14) 41 (10) > 6-and 12-month survival probability (95% CI) were 86.1% (81.0-91.6), and 74.2% (67.3-81.9), respectively. Survival probability, % (95% Cl)
B e et Agr 6 39 ' (6 . 1n2L and 3L, 12-month sunival provabity (95% Cl) was 54.1% (5.6 9.5 o patient recehi 6101001 ws@rasns | 9507609
P . . y 19 y meaningiut impr . Unknown/Other 51 (28) 64 (16) any tucatinib regimen and 83.5% (73.3—-95.2) for patients receiving the FDA-labeled tucatinib triplet 9 months 79.8 (73.8-86.4) 90.0 (83.6-96.9) 91.7 (85.0-99.0)
(OS) and progression-free survival (PFS) with a tolerable safety profile in 612 patients with HER2+ MBC 5 " . o 25 (41 143 (35 combination (Table 3) 12 months 74.2 (67.3—-81.9) 84.1 (75.6-93.5) 83.5 (73.3-95.2)
(including those with previously untreated, treated and stable, or treated and progressing brain metastases)."* € novo at diagnosis, n (%) (1) (35) ' TTNT | | ' | ' | | | '
- w i TR - ECOG, n (%) Figure 2. Kaplan-Meier curves for (A) OS, (B) TTNT, and (C) TTD among patients with and
o For patients receiving tucatinib, trastuzumab, and capecitabine, median OS was 21.9 (95% CI. 18.3-31.0) 0 59 (32) 204 (50) 'gh - Aap v » A ’ gp Median, months (95% CI) 9.4 (6.8—-11.9) 9.5 (6.8—13.6) 9.5 (6.5-13.6)
months and 12-month survival probability was 75.5% (95% CI: 70.4—70.9). ; 67 (37) 161 (50) without brain metastases receiving tucatinib Probability of not starting new therapy, % (95% CI)
o Median progression-free survival (PFS) was 7.8 (95% CI: 7.5-9.6) months; the proportion (95% CI) of patients 2+ 17 (9) n/a 6 months 62.5 (55.5-70.4) 64.3 (54.7-75.5) 66.0 (55.2-79.1)
who had not progressed at 6 and 12 months was 62.9% (56.9-68.4) and 33.1% (26.6-39.7), respectively.*5 Missing 40 (22) n/a A) E 1.00 - Median OS (95% CI): 26.1 (20.2—-NR) months 9 months 50.1 (42.7-58.8) 54.7 (44.7-66.8) 55.1 (43.7-69.4)
* To inform clinical decision-making, it is important to understand tucatinib utilization in real-world clinical practice, Sites of metastasis®, n (%) Q 475 12 months 38.9 (31.4—48.3) 42.6 (32.4-56.0) 41.3 (29.7-57.3)
including patient characteristics and clinical outcomes for tucatinib-treated patients with HER2+ MBC. Brain 130 (71) 198 (48) o | TTD
Bone 112 (61) 223 (54) S 050 H  mrrrrrr - Median, months (95% CI) 8.1 (5.7-9.5) 8.8 (6.3—11.3) 8.6 (6.3—-11.3)
: : Lung 73 (40) 200 (49) '© Persistence rates®, % (n/N)
ObJGCtlve Liver 81 (44) 137 (33) E 0.25 - 9 months 53 (52/98) 56 (30/54) 54 (22/41)
iar i i _ _ 3 12 months 42 (32/76 40 (17/42 40 (12/30
» To describe patient characteristics, treatment patterns, and clinical outcomes for patients treated with Prior lines O_f therapy, median (r.ang.e) — — 2(0=7) _ 3 (1=14) » 0.001_ . . . . ( ) ( ) ( )
tucatinib-based reaimens in the real-world settin aData for the Flatiron database refer to the period prior to tucatinib treatment initiation. °Not mutually exclusive. 0 0 12 18 24 18 months 30 (11/37) 27 (6/22) 24 (4/1 7)
u g d. ECOG, Eastern Cooperative Oncology Group; n/a, not available. T|me (months) aPatients received a minimum of the approved tucatinib triplet of tucatinib in combination with trastuzumab and capecitabine. °Proportion of patients with follow-up and
Number at riSk still on therapy at 6, 12, aqd 18 monthg.. | | | | | | |
M th d  Qverall, of the 183 patients who received tucatinib-based treatment regimens, /1% had brain metastases ‘ 183 129 76 37 14 2L, second-line; 3L, third-line; CI, confidence interval; OS, overall survival; NR, not reached; TTD, time to discontinuation; TTNT, time to next treatment.
e ods prior to treatment initiation. Number and proportion of patients with/without brain metastases in each line
of therapy are displayed in Figure 1. ~ 1.00 - | - - -
« This retrospective cohort study included patients with HER2+ MBC diagnosed with metastatic disease B) =2 Median TTNT (95% CI): 9.4 (6.8-11.9) months leltatlons
between January 2017 and July 2022 in the nationwide de-identified electronic health record—derived Figure 1: Proportion of patients with and without brain metastases® receiving tucatinib by line of therapy < 0.75 - - | | |
Flatiron Health Metastatic Breast Cancer database. Data were collected from patients who received 2 « Study findings may be influenced by the choice of study period.
tucatinib-based treatment outside of a clinical trial setting. 80 - IPat?ents V.VithOUt_ brain metastases (n=53) o 050 e * These analyses are unadjusted and purely descriptive in nature. We cannot rule out any impact of
« Demographic and clinical characteristics of patients were described during the baseline period prior to M Patient with brain metastases (n=130) ‘_;’ 005 potentially confounding factors.
tucatinib initiation. 70 - 68 > i T ey, « Inherent to all electronic health record—derived data, the analyses were limited by the potential for
- Key outcomes were measured from the initiation of tucatinib therapy and included median OS (OS), »  0.00 - | | 5 | | | B missing data.
median time to next treatment (TTNT) as a proxy for PFS®, median time to discontinuation (TTD), and 60 - 0 6 12 18 24 »  The median follow-up duration was 10 months; further follow-up is required to better understand clinical
persistence rates (proportion of patients remaining on therapy at 9, 12, and 18 months). ® Nurmber at risk Time (months) outcomes for patients treated with tucatinib-based regimens in the real-world setting.
o . _ _ . _ . . C
Time-to-event analyses were conducted using Kaplan-Meier methodology to account for censoring. 0 50 - | 183 02 39 14 3
© -
Result S o o Conclusions
esults 0 ) =z 100- Median TTD (95% CI): 8.1 (5.7-9.5) months
Fe 1 . . . 0 . . . BT . _ . .
Patient characteristics -g 30 - @ 0.75 The majority (71 _A)) of patients receiving tucatinib-based treatment in clinical practice in
. Of 31 059 patients with MBC in the datab 3 115 had evidence of being HER2+. Of these HER?+ S O 0.50 the US_have brain metastases at treatment initiation, this percentage constitutes a larger
> 1,599 patienis Wi - NN database, J, enhee orbeing | ' < g 0501 rooooooooeeeeeeeeeoooo : proportion of the treated population than in HER2CLIMB (~48% of patients).
patients, 183 received tucatinib-based treatment and met all inclusion criteria (Table 1). 20 - © | _ o o -
_ . = 0.25 - ' * In real-world practice, tucatinib-based treatment was initiated sooner, as an earlier line of
Table 1. Patient attrition g ; o Ty - therapy, in patients with brain metastases than in those without brain metastases.
Criteria N (% of prior step) 10- v 0.00 - - = - 1,2 e > *  While the populations are not directly comparable, tucatinib-based treatment in the real-
Were MBC patients in Flatiron (July 2022 data cut) 31,059 Time (months) world setting is associated with a similar median OS, median TTNT (as a proxy for PFS),°
Were diagnosed on or after January 1, 2017 15,138 (49%) 0 Number at risk ar_ld median TTD as_observeq N HERZ_CLIMB, reinforcing its durable efficacy in patients
Possessed evidence of HER2-receptor positivity prior to or within 3,115 (21%) 1L 2L 3L | 183 82 32 11 2 with HER2+ MBC with and without brain metastases.
90 days of index date’ ’ Line of therapy initiating tucatinib S— | - | - A potential benefit in OS, TTNT, and TTD was also observed in a subgroup of patients who
Received tUCatInII-O | . | 211 (68%) T ———— Cl, confidence interval; NR, not reached; OS, overall survival; TTD, time to discontinuation; TTNT, time to next treatment. received tucatinib fOIIOWing T_DXd
gad r.ecc()jrdedtactlwlty \t/YIthIn 9Otda);8; agte.d ch1 8 ye?rsta:.mdet):_ date’ 193 (91 %) 1L, first-line; 2L, second-line; 3L, third-line; .4L+, fourth-line and beyond; BM, brain metastases. ReaI'World TTNT
eceived systemic anticancer treatment in the metastatic setting o . . . o B D .
following tucatinib 88 (97%) Treatment patterns ,(A_\I_r;lglrleg3alllzgi)€a’3?2tzsl,3r)nedlan (95% CI) TTNT was 9.4 (6.8-11.9) months from initiating tucatinib treatment
Had no evidence of other primary cancers in the 6 months prior to index 184 (98%) - Most patients (n=135; 74%) received tucatinib in combination with trastuzumab and capecitabine. ’ . References
ad = 1-day supply documented in tne 0 o Of the 135 patients initiating triplet therapy, 10 (7.4%) discontinued capecitabine =1 month prior to

Median (95% CI) TTD was 8.1 (5.7-9.5) months in the overall population and slightly longer in patients
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