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Background Results continued

e Real-world Data (RWD) and real-world evidence (RWE) can supplement clinical trial The treatments used were fairly similar in both countries. The most

data to approximate treatment value in health technology assessment (HTA) common regimen in 1L was a combination of pertuzumab v
Local RWD is preferred but may not be available in timely manner trastuzumab + chemotherapy +/- hormonal therapy (61.9% in UK vs.

_ _ _ _ 57.5% in US). In second line, trastuzumab emtansine (25.4% in UK vs
Key question: Can non-local data be used when local data is lacking? |s evidence 21.5% in US) monotherapy was the most common in both settings

generated using non-local data transportable or relevant to the local context?

We explore these questions through a demonstration transportability study. Specifically, _ . - - .
we studied whether overall survival (OS) estimates from the United States (US) are Inverse-odds of sampllng welghtlng (IOSW) lmproved

transportable to the United Kingdom (UK) for a population of women with human the covariate balance across the the settings

epidermal growth factor receptor 2 positive (HER2+) metastatic breast cancer (mBC) Figure 2. Propensity score distribution before and after weighting
Propensity score distribution before and after adjustment

Methods Unadjusted sample Adjusted sample
We analysed the transportability of OS in patients with HER2+ mBC from the US to the UK
Data sources: US nationwide Flatiron Health electronic health record-derived deidentified
database (comprising patient-level data originated from ~280 US cancer clinics [~800
sites of care; primarily community oncology settings] and curated via technology-enabled
abstraction)’? and the ESTHER study (NCT02393924), a registry of UK patients with

0.2
advanced HER2+ breast cancer

OS: Defined as the time from initiating the first-line of therapy (1L) until death 000 025 050 075 000 0925 050 075
Population adjustment methodology: Used inverse odds of sampling weighting to Propensity score Country (UK=1) =0 =1

standardize the US data to the UK target population® The OS estimates between the two settings were
Population adjustment factors: Age, race, Eastern Cooperative Oncology Group (ECOG) fairly similar, with or without population adjustment

erformance status (PS), hormone receptor status, denovo/recurrent status, time from . . . e
p. , ( S,) S , P ’ / ’ Figure 3. UK vs US OS (with and without weighting)
diagnosis to treatment initiation, brain metastases, and 1L treatment class |
Data Source — UK — US(unweighted) US(IOSW)

1.000 mOS (95 % Cl)in | RMST [at 60
Analysis months months] (se)

0.75- US

(Unweighted) 50.0 (43.9, 54.7) 41.5 months (0.7)

Proportion

Figure 1. Study design schema

UK Target population US Study population
(ESTHER) (Flatiron Health)

Harmonize Inclusion/Exclusion

0.50-

UK 51.4 (43.4,65.8) 41.7 months (1.3)

US
0.25 (I0SW) 52.9 (45.0,61.2) 42.7 months (0.8)
1 Female

2. HER2+ mBC diagnosed between O 10010 Lo o e S s s s S S S e B e R
2014-2018 0 12 24 36 48 60 72 84 96 108 Abbreviations: IOSW, inverse

3. Aged 18 years and older at 1L initiation i : :
4.  Known hormone receptor status Time (Months}) odds of sampling weights
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Initiated treatment within 90 days of Number at risk
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o248 213 172 144 119 96 67 33 4
US (unweighted) 852 710 591 456 375 308 183

705 602 517 411 343 282 180 93 26
Population Adjustment:

Standardise US covariate
distribution to the UK covariate
distribution

Conclusions:

« US OS estimates are a reasonable proxy for UK OS estimates in
the HER2+ mBC population

e The OS estimates were fairly similar, with or without population
adjustment to balance baseline characteristics

* The treatment landscapes were fairly similar, as evidenced by the
similarity in available treatments and the most prescribed
regimens within lines of therapy

UK benchmark OS UK predicted OS -
U hted US OS
(Weighted US OS) nwelghte

Results Future Directions

e FEvidence transportability will likely need to be demonstrated on an

Table 1: Demographics and clinical characteristics of patients included in the study Ndication basis

Characteristic Overall (N=1155) UK (N =248) US (N =907) We plan t ~duct more demonstration studies for T
Median Age (IQR) at 1L start 60 (51-70) 57 (48-68) 61 (52-70) e plan to conduct more demonstration studies tor specific arug

Race/Ethnicity, No. (%) exposure groups with HER2+ mBC;. other mBC molecular subtypes,
Non—Latinx-White 805 (69.7) 573 (63.2) and other cancer types. The goal will be understand where and when
Non-Latinx-Black 101 (8.7) 98 (10.8) transportability of evidence is plausible.

Non-Latinx-Asian The study did not fully consider the implications of missing data

2)

_ .4)
Latinx : .2) assumptions —future work will explore the implications in depth
Unknown . .0)
.0)

2

Non-Latinx-Other
De novo disease, No. (%) ) : References

ECOG PS at 1L start No. (%) . Ma X et al. MedRxiv. 2023. doi:10.1101/2020.03.16.20037143

0-1 125 ) 546 : Birnbaum B et al. arXiv. 2020. doi:10.48550/arxiv.2001.09765
Ling AY et al. arXiv. 2022. doi:10.48550/arXiv.2202.00820
Westreich D et al. Am J Epidemiol. 2017. doi:10.1093/aje/kwx164
Dahabreh et al. Eur J Epidemiol. 2019. doi: 10.1002/sim.8426

(58.1) (50.4 (60.2)

2+ (11.8) 8 (7.3) 118 (18. O)

Unknown (30.1) 105 (42.3) 243 (26.8)
Hormonal receptor status, No. (%) 819 (70. 9) 173 (69.8) 646 (71.2)
Brain/CNS Disease, No. (%) 295 (25.5) 85 (34.3) 210 (23.2)
(82.3) (79.1)
(72.8) (70.0)
(35.2)

Exposed to anti-HER2 therapy in 1L, No. (%) 950 (82.3 233 (94.0) 717 (79.1

Chemotherapy in 1L, No. (%) 841 (72.8 206 (83.1) 635 (70.0

Hormone therapy in 1L, No. (%) 415 (35.9) 96 (38.7) 319 (35.2 Connections Analytics Pvt. Ltd. (Bangalore, India): editorial support,
Madeline Morenberg (Flatiron Health): design support

Abbreviations: CNS, central nervous system; IQR, interquartile range Author contact: flatiron.forum@flatiron.com
Data first presented at ISPOR Europe 2024, November 17-20, 2024
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