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Real-world treatment patterns and r————
s u leal Of patl e nts Wlth trl p I e n eg atlve » Population-based studies conducted in Canada estimate Study Design — Treatment patterns included proportion of patients  Variables with fewer than 10 patients/events were

that approximately 9% of breast cancer cases are by therapy, lines of systemic therapy initiated (0, 1, suppressed due to small frequency counts

m etaStati c b re aSt ca n ce r i n Ca n ad a TNBC, defined as negative for the human epidermal 2, 23), duration of each line of systemic therapy,

growth factor receptor 2 (HER2) and for the hormone and time to next line of systemic therapy, and were

* Retrospective, longitudinal, observational, population-
based study  OS curves, median time-to-event estimates, and

95% CI were generated with the Kaplan-Meier method

receptors for estrogen and progesterone’-3 Data Source stratified by therapy, and line of systemic therapy
: : : . . — Survival outcomes included median OS and the * Log-rank P-values were provided where applicable
Jan-Willem Henning, MBChB, FRCPC'; Simran Shokar, MPH?; Anna Parackal Rochard, MSc?; « While most patients with TNBC are diagnosed early  Population-level databases in Alberta, Canada STeEeem & searis slfve et 24 ard B8 menihie: _
Zhor Senhaji Mouhri. PhD?2: Winson Y. Cheung MD. MPH. FRCPC3 (only 5-6% of all TNBC cases are stage |V at diagnosis), Study Population by overall population and stratified by line of Ethical Approval
’ ’ ’ ’ ’ Canadian studies have reported up to 34% patients with systemic therapy - This study was approved by the Health Research
TNBC will recur with distant metastases?24-6 * Inclusion criteria: Ethics Board of Alberta and performed in accordance
Department of Oncology, Cumming School of Medicine, University of Calgary, Calgary, AB, Canada; 2AstraZeneca Canada Inc., Mississauga, ON, Canada; S Statistical Analysis with the provisions of the Declaration of Helsinki and
3Departments of Oncology and Community Health Sciences, Cumming School of Medicine, and Oncology Outcomes, University of Calgary, Calgary, AB, Canada . . . : : — Females aged 218 years . . . o . . . : .
* Prognosis among patients with mTNBC is poor, with . : * Demographic and clinical characteristics and treatment the Good Clinical Practice guidelines as defined by the
. . : — Diagnosis of de novo or recurrent mTNBC between . . e : . :
an estimated median overall survival (OS) rate of patterns were assessed using descriptive statistics International Conference on Harmonization. No patient
. . . 2015 and 2021 . .
9-21 months, and median OS decreasing with each _ . _ . (means, medians, standard deviations [SD], contact was sought or made
Obiective subsequent treatment line™.7:8 - Inforrpahon to derive HER2— status (|mmupoh!sto- 95% confidence intervals [Cl] interquartile ranges [IQR],
 To generate real-world evidence on treatment patterns and overall survival by line of therapy * This retrospective, longitudinal, observational, Ajele eI SXE0lE) Eel n R EELS (OSINE Bl
among individuals with triple-negative de novo or recurrent metastatic breast cancer (mBC) population-based study described treatment patterns negative) captured at the time of initial diagnosis
- - and OS in patients from Alberta, Canada, with mTNBC i i
diagnosed in Alberta, Canada, between 2015 and 2021 Study Timeline and Outcomes Index date (i.e., date of initial diagnosis for de novo mBC or classification
» These data on historical outcomes are intended to assist ~ « Index date was defined as the date of initial diagnosis for as having recurrent mBC by the administrative data algorithm)
Conclusions with better understanding the unmet needs in mTNBC de novo mTNBC or the date of being classified as January 1, 2015 December 31, 2021 December 31, 2022
(e.g., access to treatment) and to inform and guide having recurrent mTNBC?
. Thlaeée re_l?lll-évgrld data suggest persistently high unmet need among patients with triple-negative treatment strategies and health policy \ it e Tl fom s dkie i Desesr 8. —\*]
m (m ) 2022, last follow-up, or death from any cause (Figure 1) Y
Hifaqricillé/, the only treatment options included conventional chemotherapy regimens, as reflected . Outcomes included treatment patterns and survival Patiirr:tshwe:ti foIIowedtfrom thg inde>|<O daga1 u;(t)izl ;Iea:lr], Last known co:;tfa'CttWith
N IS STU y outcomes € nealthcare sysiem, or pecembper - , wnichever occurred rtirs
Most patients in this study received single-agent chemotherapy as 1L and 2L, and few patients
received combination chemotherapies across all lines
Recently reimbursed therapies, such as chemotherapy with immuno-oncology agents for tumours
\év|i_th pg;)grgrl?med dhea;th_-ligand 1 e>f[pressio_n, asbwe![I asf l:r’t]illizing artipodyhdrug Congrl:gates (AI\CIlDC)tin Baseline Demographics Treatment Patterns Survival
and/or 3L, may help improve outcomes in subsets of this population; however, these could no : :
be investigated dﬁe topthel?s,tudy beriod POP « The study included 344 patients with mTNBC, including « First-line (1L) therapy was initiated in 69.5% (n=239) of * Median OS (95% confidence
120 (34.9%) with de novo disease (Table 1) patients, 37.5% (n=129) initiated a second-line (2L) interval) by each line of therapy is 1.00 -
Given poor survival and short duration of treatment with current therapies in mTNBC, the need for therapy, and 19.2% (n=66) initiated a third-line (3L) shown in Figure 2 Median OS, months (95% Cl)
new tumour-directed therapies is high to improve outcomes and delay recurrence therapy during the study period (Table 2) . mOS by type of 1L, 2L, and 3L . ors- S 114 (05, 148 medan olowun 10 7 monthe.
« Median (IQR) lines of therapy were 2.0 (1.0, 3.0) therapy Is presented in Table 4 3 * R rh, Taaymedaniolonrup 15 monhe
Variabl TNBC (N=344 ¢ 2- - ' °
ariable m C (N=344)  Median time to next treatment is shown in Table 3 2 and S-year survival r?tes by e_aCh g 050~ e i A
HER2 IHC score?, n (%) line of therapy (overall, irrespective g AN
0 122 (35.5) « 62.0% of patients had a time to 2L treatment of of type of therapy) were <40% 2 .
I ' <6 month — @ 0.25-
Plain Language Summary 1+ 123 (35.8) monS + There were no significant .
2+b 99 (28.8) Qiﬁgrgnce? ;nLrSedie:jn OS from . o ) 2L
= Why did we perform this research? Age at diagnosis, mean (SD), years? 60.9 (14.7) initiation o - Dased on age at | . . . . . . . . .
2 ' ' o wi - - - Rural residence (vs. urban), n (%) 47 (13.7) diagnosis (P=0.44), de novo or ° 12 2 % 48 80 72 B84 %
« Patients with mTNBC have a poor prognosis, with an estimated median survival® u ' 2 ° ' Initiated Median TTNT recurrent mTNBC (P=0.19), number Number at risk Time (months)
of 9-21 months Stage Iv_de .I’IOVO mOB(i, ! (/0) 120 (34.9) next line, TTNT (|QR), >6 months, of metastatic sites (P=O'23)’ or IHC 1L 239 135 61 29 20 8 3 1 0
Few studies in Canada have explored the current types of treatments patients with Metastatic sites, ni(%) Regimen n n (%) months n (%) score (P=0.94) w| e 2 B 0 X X 0 0 0
mTNBC are receiving and their survival rates in Canada 1 37 (39.4) 0 2 2 3'6 A 60 7 o M
This information can help guide healthcare professionals, government bodies, and §+ §? (gg'g) 1L Overall 239 129 (54.0) 4.8 (2.6-8.4) 49 (38.0) e deathfmmanycaus:me (months)
payers to inform Opt”‘nal treatment decisions for patients W|th mTN BC ( : ) Cl, confidence interval; L, line; mBC, metastatic breast cancer; mTNBC, metastatic triple-negative breast cancer; OS, overall survival
Site of metastasis, n (%)
How did we perform this research? Adrenal <10 oL Overall 129 66 (51.2) 4.9(3.0-9.1) 30 (45.5)
 Researchers studied women aged 218 years who were diagnosed with mTNBC Bone 57 (48.3) o] (e, O (G0 6
between 2015 and 2021 Brain 15 (12.7) urvival rate, % (95% Cl)
. H H (V)
Patients were followed from the date of diagnosis or disease (MTNBC) recurrence® Liver 41(34.7) 3L Overall 66 40(60.6) 4.6(2.9-7.6)  Supp. Lines ikegimen n  mOS, months (95% Cl) 2 years 5 years
to the earliest of December 31, 2022, last follow-up, or death from any cause ::“”9 o 2(2) (gg-;) 1L Overall 239 15.7 (13.8, 18.5) 33.2(27.4, 40.2) 15.9 (10.8, 23.3)
Outcomes studied included treatment types and survivalc, by type and line Pf:;{; ng; y <(10. ) %}i’é%?;ﬁ%“titQri%}?%pg‘éﬁr?g;m 'nl't'a;ed ahSUb_zequer,“I:e,Ofsy:t::ICtherapy.l,w e Capecitabine %2 155 (1.8, 26.1) 28.9(28.9,50.1) 22.4 (13.9, 36.0)
(ﬁrSt', SeCOI’]d-, and third'line) Of therapy . mTNBb:rrsr;[estzz(t)anticttr:rplé-lplz’gative’!:l}/:az?c:ige?;r?IQRe’: gt)grl:qulglrrt]i’I:pang-e;ur;)]roo,ur;aoc:t,hs; Taxan.e . 40 200 (162, 381) 372 (241, 573) 11 6 (37, 365)
Skin <10 TTNT, time to next treatment Combination chemotherapy 37 11.2 (7.9, 16.8) 18.6 (9.0, 38.7) 9.9 (3.1, 32.0)
What were the findings of this research? Initiated treatment, n (%)° 239 (69.5) Other 24 13.8 (8.0, 39.5) 35.2 (20.0, 61.7) (—, —)
- First-line therapy was started in 69.5% of patients, 37.5% started a second-line gortn a haingrecuront dssase). "HC Score of 24 nccates HER? HC241SH.--Diferentated Taxane+chemotherapy 19 23.1 (14.3, —) 46.1(27.9, 76.0) 27.6 (11.5, 66.2)
therapy, and 19.2% started a third-line therapy during the study period (e novo) ciagnosts. 1 avaiabie, and unavaabi fo reaurrent cases. Diferentiated rom patients who did Chemotherapy monotherapy 17 6.0 (5.0,20.9) (— —) (— —)
M t t t : d h th I : b t th th ECEI;Z??Z;ZTJSEQ:;ZQ&&% factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; CEF 10 21.9 (1 50’ _) 40.0 (187’ 855) 30.0 (11 '6’ 773)
oSt patients rece{ve C oemO erapy a .Oﬂe or |nocom Ination \.N| .anO. er mBC, metastatic breast cancer; mMTNBC, metastatic triple-negative breast cancer; SD, standard deviation 2L Overall 129 1.4 (95, 148) 23.1 (164, 325) 8.5 (42, 174)
chemoth_erapy as f_|rst (90%) or secc_)nd line (532.2 %); however, in third-line therapy Capecitabine 32 9.5 (4.7, 18.9) 18.4 (08.5, 39.8) (—, —)
most patients received other therapies (63.6%) Chemotherapy monotherapy 32 6.7 (4.2, 13.2) 6.5 (01.7, 24.7) 6.5 (01.7, 24.7)
After starting first-line treatment, 33.2% of patients were still alive after 2 years Taxane 29 14.1 (12.0, 32.4) 31.0 (17.3, 55.6) 13.3 (04.1, 43.3)
and 15.9% after 5 years; these survival rates dropped even more with each new Line? Regimen n (%) Duration, median (IQR), months Other 23 13.3 (8.9, —) 40.1 (22.6, 71.2) (—, —)
treatment line 1L Total 239 (100.0) 3.0 (1.7-5.1) i gombi”nation chemotherapy 13 16.9 (3.2, —) 36.9 (17.7, 76.8) 18.5 (05.4, 62.8)
T . Capecitabine 92 (38.5) 2.3 (1.6-4.6) vera 66 8.3 (7.6, 12.2) 5.1(1.4,18.1) (— —)
What are the implications of this research? Taxane 40 (16.7) 3.9 (2.4-6.5) Other 49 9.1 (7.8, 13.6) 6.2 (1.6, 23.6) (—, —)
« mTNBC remains an aggressive cancer, with more patients than expected being Combination chemotherapy® 37 (15.5) 3.2 (1.8-4.6) Eribulin 14 6.8 (4.9, —) (— —) (— —)
diagnosed with metastatic disease at initial diagnosis Othere 24 (10.0) 4.3 (2.2-7.4) Chemotherapy monotherapy 10 7.5(1.5,—) (— —) (— —)
Traditional ChemOtherapya parthUIarIy Single'agent Options, IS associated with poor TaX8ne+Chem0therapy 19 (79) 3.5 (23'53) CEF, cyclophosphamide, epirubicin, and 5-fluorouracil; Cl, confidence interval; mOS, median overall survival
survival in patients with mTNBC Chemotherapy monotherapy® 17 (7.1) 3.0 (0.9-4.6)
| | o CEF 10 (4.2) 2.2 (2.0-2.7) Limitations References
Future research §hou|d gluudate how new tumour-directed therapies improve overall 2L Total 129 (100.0) 2.6 (1.8-4.5) . The administrative data algorithm (used to identify 1. Seung SJ, et al. Curr Oncol. 2020:27(2)-e191-e198.
outcomes for patients with mTNBC Capecitabine 32 (24.8) 2.9 (1.7-4.5) patients with recurrent disease and to identify lines of g gauahgcla\x; S, etIaIC. CMAJ gpe,;. 201 27(;)52(23)2:571349;5373;%1
. r . et al. Current On . : : - .
a Median survival is the amount of time after which 50% of people have died and 50% are still alive. ® Recurrent breast cancer is cancer that has come back Chemotherapy monotherapy* 32(24.8) 2.0 (1.3-3.3) systemic therapy) may have resulted in misclassification 4, Waill\lljnson Al\el, zt aI.uCl?rr OnCCo(7. 02%}/24;31 (9):5(5424-5556.
as metastatic (i.e., it was initiglly diagposed as earlly stage and hqd not spread ou’Fsiclje the prima.ry location of the ‘c‘:ancer arJd now it hgs spread). C Overgll Taxane 29 (22-5) 3.2 (2-3'4-9) . HER? classification was based on expression at the 5. Brezden-Masley C, et al. Cancer Med. 2020;9(20):7548-7557.
survival was reported as median survival and survival rates. Survival rate is a statistic that describes how long an "average” person with cancer will survive Other¢ 23 (1 7_8) 3.2 (2_1_7_9) _ e . o . . 6. DentR, et al. Clin Cancer Res. 2007;13(15 Pt 1):4429-4434.
3L Total 66 (100.0) 3.8 (2.3-5.5) those who went on to have recurrent disease) and may 8. MalletA, et al. Ther Adv Med Oncol. 2022;14:17588359211070362.
Otherc 42 (63 6) 4.6 (2-9-5-6) have changed in recurrent tumours'® 9. Farah E, et al. Cancers. 2024;16(3):5.318. |
o : : : : ' ' - : : : 10. Bergeron A, et al. Br J Cancer. 2023;129(1):122-134.
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a1L systemic therapy was classified by the start date—the earliest date of systemic therapy given on or after the index date—and the regimen—all systemic agents received within 30 days of the start date. The start date for
the subsequent line of systemic therapy was defined using the earliest of the following two dates, if available: 1) date on which patient received any systemic agent not specified in the 1L regimen (note: switches in the type of
taxane therapy or switches within the same class of hormone therapy were not flagged as a new line of systemic therapy); or 2) date on which there was a gap 2240 days between successive nonhormonal systemic therapies.
Agents received within 30 days of the 2L start date were used to define the 2L regimen (and so forth for 3L systemic therapy). The end date of each line of systemic therapy was defined as the earliest of the following four
dates: (1) start date of the subsequent line of systemic therapy minus 1 day; (2) date of the last agent received within the line of systemic therapy, plus 28 days; (3) date of death; (4) last known date of follow-up.
bChemotherapy combinations in systemic therapy groupings include azacitidine+hydroxycarbamide, capecitabine+cisplatin, capecitabine+cyclophosphamide+doxorubicin+fluorouracil, capecitabine+doxorubicin,
capecitabine+everolimus, capecitabine+gemcitabine, capecitabine+methotrexate, carboplatin+doxorubicin, carboplatin+eribulin+gemcitabine, carboplatin+etoposide, carboplatin+gemcitabine, carboplatin+pemetrexed,
cisplatin+etoposide, cisplatintgemcitabine, cisplatin+pemetrexed, cisplatin+vinorelbine, cyclophosphamide+doxorubicin, cyclophosphamide+doxorubicin+fluorouracil, cyclophosphamide+epirubicin,
cyclophosphamide+epirubicin+fluorouracil, cyclophosphamide+fluorouracil+methotrexate, cyclophosphamide+methotrexate, and gemcitabine+vinorelbine. cOther therapies include Al+SERD+alpelisib, Al+pembrolizumab,
Al+rituximab, SERD+alpelisib, SERM+lenvatinib, SERM+pembrolizumab, atezolizumab+capecitabine, atezolizumab+carboplatin+etoposide, atezolizumab+cyclophosphamide+doxorubicin+taxane, atezolizumab+taxane,
bendamustine+fluorouracil+rituximab, bendamustine+rituximab, carboplatin+gemcitabine+pembrolizumab, carboplatin+pembrolizumab+pemetrexed, carboplatin+pembrolizumab+taxane,
cyclophosphamide+doxorubicin+pembrolizumab, lenvatinib, pembrolizumab, and pembrolizumab+taxane. {Chemotherapy monotherapies in systemic therapy groupings include azacitidine, carboplatin, cisplatin,
cyclophosphamide, doxorubicin, epirubicin, eribulin, etoposide, everolimus, fluorouracil, gemcitabine, hydroxycarbamide, methotrexate, and vinorelbine.

1/2/3L, first/second/third-line; CEF, cyclophosphamide, epirubicin, and 5-fluorouracil; IQR, interquartile range; L, line; mTNBC, metastatic triple-negative breast cancer; SERD, selective estrogen receptor degrader

Due to the timing of this study, treatment patterns of
recently funded therapies such as ADCs directed at
HER2 and TROP2 and immunotherapies plus
chemotherapy could not be evaluated

Clinical covariates of interest (e.g., performance status,
smoking history, disease progression, low-grade toxicity)
were not routinely captured due to the reliance on
administrative data
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