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Assessment of Risk Factors, Monitoring Strategies, Incidence, and Management of Trastuzumab Deruxtecan (T-DXd)-related Interstitial
Lung Disease (ILD) in Advanced Breast Cancer with Brain Metastases
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Introduction Results

 Trastuzumab deruxtecan (T—DXd) IS a highly effective antibody—d rug Table 1. Patient Demographics. Table 4. ILD Risk Factors. Table 6. Trastuzumab deruxtecan treatment
conjugate (ADC) indicated for the treatment of unresectable or Patient Demographics CT-ILD Monitoring | Non-CT-ILD Monitoring ILD Risk Factors No ILD T-DXd Treatment and ILD CT-ILD Non-CT-ILD
i _positi i i | _ =23 =39
mbe-tas’Fatlc HER2-positive or HEI:)Z low/ultra |O\(I)V breast canzer W:h (N=23) Age 260 vears old (n=23) - no. (%) 3(13.0) 20 (87.0) (n=23) (n=39)
gEJSeTCItI\'I‘;egeSpogsle rg;eségRR)d eOt;VleSn >0-80% as reported within Age, mean (SD) 55.2 (10.2) 56.2 (13.8) Age <60 years old (n=39) — no (%) 5 (12.8) 34 (87.2) Total number of T-DXd cycles —mean (SD) ~ 22.9 (18.1) 7.6(7.0)
-Breast01, -03, -04, and -06.* . :
Sex — no. (%) History of smoking tobacco (n=18) — no. (%) 3(16.7) 15 (83.3) Days on T-DXd therapy — mean (SD) 399.5(311.8)  151.9(171.9)
* T-DXd carries a .b.lack.box warning for mterstltlal.lung disease Female 21 (91.3) 39 (100) o 0 (0) 2 (100) Hold due to suspected ILD — no. (%) 8 (34.8) 2 (5.1)
(ILD)/pneumonitis with approximately 10-15% risk of ILD Male 2 (8.7) 0 (0) .
devel tincludi ted orade & to 1 Lung Disease — no. (%) Dose modification due to adverse event — 15 (65.2) 13 (33.3)
evelopment including some reported grade 5 events. e : :
P g P g Horr?one receptor positive 12 (52.2) 23 (59.0) Asthma (n=5) 0 (0) 5 (100) no. (%)
 The DESTINY-Breast12 study found higher rates of ILD in patients no. (%) Other (n=1) 1 (100) 0 (0) T-DXd discontinuation due to ILD — no. (%) 0 (0) 3(7.7)
with brain metastases (16.0%) than in patients without (12.9%) and HER2 status — no. (%) COPD (n=0) 0 (-) 0 (-)
5 patients in the brain metastases group concurrently developed an Positive (IHC 3+, 2+ FISH+) 17 (73.9) 21(53.8) T —— ; e e Rl
patients € Dra €tas 35695 group concurrently aevelioped a Lo (I 2+’FISH | s '1) 2 (46.2) Hispanic ethnicity (n=2) — no. (%) 0 (0) 2 (100) — ST
opportunistic infection and ILD. 2 ’ - - - I : ' ] il
e N | Ultra-low (IHC 0+) 0 (0) 0 (0) Chronic kidney disease (n=2) = no. (%) 0(0) 2 (100 D Evaluation and freatment (n=23) (n=39)
) M;’_”'.tdo”rl‘g g“'gance for ILD remains limited and variable amongst Metastases — no. (%) History of ILD (n=0) — no. (%) 0(-) 0 (-) Time to ILD onset — mean (SD) 333.2(211.0)  135.0(145.0)
individual practice. :
. Liver 7] e e 2 Figure 2. Cumulative Incidence of ILD Stratified by Monitoring Type. Pulmonology consults —no. (%) 1(4.8) 1(2.6)
* As T-DXd use continues to extend across other tumor types, Bone 10 (43.5) 19 (48.7)
. e . . . o . Bronchoscopy — no. (%) 2 (8.7) 0 (0)
identifying risk factors for developing ILD and monitoring strategies Lung 5(21.7) 16 (41.0) c00
is essential Other 5(21.7) 6 (15.4) ’ Treatment for ILD with steroids — no. (%) 5(21.7) 3(7.7)
. Leptomeningeal 4 (17.4) 5(12.8) Steroid dose — no. (%)
Materials and Methods . {70
Brain 23 (100) 39 (100) ) 0.5 mg/kg 2 (8.7) 1(2.6)
Primary Objective Lymphangitic spread 1(4.3) 1(2.6) = 1 mg/kg 3 (13.0) 2 (5.1)
.. . . : : ' ' ' ©  40%-
e Evaluate the incidence of ILD in patients with metastatic breast Peritoneal carcinomatosis 1(4.3) 1(2.6) % Steroid duration — mean (SD) 45.4 (26.1) 40.7 (19.4)
cancer with brain metastases and/or leptomeningeal disease who Figure 1. Type of ILD Monitoring. 3 :
have been treated with T-DXd. I 3O g Conclusions
Secondary Objectives s LEB 209 ] * Any grade ILD rates were higher with CT ILD monitoring vs Non-CT ILD
+ Identify risk factors associated with ILD O ’ monitoring. The ILD c.um.ulatlve. incidence at one year of.11.9A>.|s within the
. A £ CTILD . 1 ” lier identificati £ILD ‘ range of rates seen within previous DESTINY-Breast studies which have
Ssess | monitoring allows for earlier identification o : B CT-ILD m Non-CT ILD | reported ILD rates between 10-15%.25
* Assess occurrence of ILD that. re.sultefj n (.jlscon.tlnuatlon of T_[.)Xd' Table 2. Cumulative incidence of ILD at one year. = « Two patients who received monitoring for ILD with CT-ILD were found to
e Evaluate rates of opportunistic infections in patients treated with T- : R— 0%1 - | | | | | . .
DXd in patients who did versus did not develob ILD Population Cumulative incidence of ILD at one year 5 200 200 600 800 1000 have grade 1 ILD, compared to no patients who did not have CT-ILD
P P ' % (95% Cl) Days after the start of T-DXd monitoring. This suggests that CT-ILD monitoring may allow for
Methods All patients (n=62) 11.9% (4.0%, 24.6%) T - G—dCT-ILD — Non CT-ILD identification of ILD at a lower grade.
* Single center, retrospective, cohort study L _ . . . S 0TS YRS 28 1aCS, * The results did not demonstrate a relationship between ILD risk factors and
. December 2019 — September 2024 CT-ILD Momto.rmg. (n=23) 9.4/: (1.5/:, 26.4f) ILD Grade CT-ILD Monitoring Non-CT ILD Monitoring the rate of ILD, however this study contained a small sample size.
E—— Non-CT-ILD Monitoring (n=39) 14.0% (2.7%, 34.3%) (N=23) (N=39) * Two patients (3.6%) developed an opportunistic infection during treatment
. Age >18 years old Table 3. Rate of opportunistic infection during T-DXd treatment. Any Grade ILD no. (%) >(21.7) 3(7.6) with T-DXd, which is numerically slightly higher than the rate of
> L L ) o/ 6
- Diagnosed advanced or metastatic HER2-positive, HER2 low, or HER2 Duke Cancer Institute - No. (%) 2 (3.6%) Grade 1 - no. (%) 2 (8.7) 0 (0) Opportunistic |nf-ect|on " the DE.ST'NY Breast12 stu-dy (2.7%). |
ultra-low breast cancer with brain metastases and/or leptomeningeal DESTINY-Breast12 BMs — No. (%) 7 (2.7%) Grade 2 — no. (%) 3 (13.0) 2 (5.1) ’ lel;clatlonslof t_h's study include it was a retrospective study and included a
i small sample size.
dlsea.se _ Grade 3 — no. (%) 0 (0) 1(2.6)
. Received treatment with T-DXd 1 bt e ) derotocam i) (onckane et Socking icke, i DaichiSomkyo e Aol 2024 Abbreviations: T-DXd: trastuzumab deruxtecan; ILD: interstitial lung disease; BM: brain metastases
+ Treatment was received at Duke Cancer Institute with Breast Oncology |+ st songtmonis e st s iy s st e v e e,
S bardia A Hux, Dent et al Trastuzumab Deruteran after Endocring Theromy in Metastatc B/::::tné::cirfj\?tlfigyjcelz\:lgc\ll.Ezr())gzli;g/;elcz.z;;):izl;f(?—;(llz)i_zo. This presentation is the intellectual property of the author/presenter. Contact them at heather.n.moore@duke.edu for permission to reprint and/or distribute.
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