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Introduction

Treatment options for HER2-positive MBC are increasing and trastuzumab
deruxtecan (T-DXd) is now used in earlier lines of treatment, having shown
superiority to trastuzumab emtansine (T-DM1) in DESTINY-Breast03 and to THP
in DESTINY-Breast091.2,

Uncertainty remains on the optimal sequencing of these drugs and their
impact on OS with concerns raised regarding the generalisability of reported
progression free survival (PFS) and treatment attrition rates in these trials.

In this series, we report treatment attrition rates and PFS for patients starting
15t line chemotherapy between 2019 and 2024 at Guy’s Cancer Centre,
London, United Kingdom.

Methods and Materials

Electronic health records were searched for patients with HER2-positive
advanced breast cancer starting 15t line treatment between 01/01/19 and

31/12/24. Dates to calculate PFS and OS as well as attrition rates were
extracted for each line of therapy.

-] All patients (n - 143)

Age at diagnosis, years

Median (IQR) 51.7 (42.7-65.6)

<60 100 (70.4%)

> 60 42 (29.6%)
Sex

Female 141 (98.6%)

Male 2 (1.4%)
Race

White 72 (56.2%)

Black 30 (23.4%)

Asian 14 (10.9%)

Mixed/Other 12 (9.4%)
ECOG Performance Status

0 45 (31.5%)

1 56 (39.2%)

>2 42 (29.4%)

Table 1. Patient characteristics at diagnosis with metastatic disease.

Contact

Dr Haixi Yan
Guy’s and St Thomas’ NHS Foundation Trust
Email: haixi.yan2@nhs.net

Dr Hartmut Kristeleit

Email: h.kristeleit@nhs.net

A

Survival probability

2nd_line_T-DXd
(n=11) _3rd_line_‘|‘|’C

(n=1)

-- Median PFS (months) | Progressed within
95% CI 12-months rate

1st line 23.0(19.4 - 35.0) 31.7% 26 %
3rd_|ine_T—DXd 4th_|ine_TTC znd “ne 59 9.1 (6-8 - 12-3) 65-7 % 38 %
n= (n=6)
(n=ie) st lne_other 3rd line 20 9.0 (5.95 - NE) 52.2 % 38 %
De novo metastatic n=
(n=84) THP 134 23.0(19.4 - 35.0) 31.5% 22 %
2nd_line_T-DM1 . T-DM1 52 9.0 (5.9-13.3) 61.1% 27 %
(n=43) - 3rd_line_T-DM1
1st_line_ THP/HP (n=2) T-DXd 28 11.7 (9.1 - 18.6) 51.3% 25.9%
(n=133) 4th_line_T-DXd
~(n=1) ER+ 92 26.1 (19.8 - 46.5) 27.0%
—onayeoner Sth_line_TTC__ ER — 51 19.9 (11.5 - 31.4) 47.0%
nd_line (n=1)
-y HER2 2+ (ISH+) 22 10.5 (7.5 - NE) 55.7%
HER2 3+ 118 27.9 (20.7 - 48.7) 27.9%
m e Table 2. Real-world PFS in subgroups of patients with HER2-positive MBC
Recurrent metastatic
(n=59) °

THP/HP: Taxane/Trastuzumab/Pertuzumab
T-DM1: Trastuzumab Emtansine

T-DXd: Trastuzumab Deruxtecan

TTC: Tucatinib/Trastuzumab/Capecitabine

2nd line_THP/HP
~(n=1)

1st_line_T-DM1
(n=7)

1st_line_Other
o5

Figure 1. Pathways showing initial metastatic presentation (de novo vs. recurrent) and subsequent treatment sequence.

By HER2 Status C
Median PFS: 2+ = 10.5 months, 3+ = 27.9 months

By ER Status
Median PFS: ER+ = 26.1 months, ER- = 19.9 months

By treatment regimen B
Median PFS: THP/HP = 23.0 months, T-DM1 = 9.0 months, T-DXd = 11.7 months
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Observed mPFS for THP (23.0 months) was comparable to the THP arms
of CLEOPATRA (18.7 months)3 and DESTINY-Breast09 (26.9 months)2.

T-DM1 (9.0 months) performed slightly better than the control arm of
DESTINY-Breast03 (6.8, Cl 5.6-8.2 months)’.

T-DXd in this small series performed considerably worse (11.7 months)
than in DESTINY-Breast03 (28.8 months)? but was comparable to other
real-world experience (12.3 months).

After median follow-up of 27.6 months, 44 patients have died with 15

1,001 1,001 1,001 patients (34%) dying from CNS disease and median OS was not reached.
* Two patients treated with T-DXd experienced grade 5 pulmonary toxicity.
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Figure 2. Kaplan-Meier analysis of PFS of HER2-positive MBC subgroups. A. PFS by treatment regimen. B. PFS by HER2 status. C. PFS by ER status.
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