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Introduction Figure 1:Real-time study workflow
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 These ILD events can take several days to resolve, particularly l l l l
with higher grade events and can rarely be fatal. ( ) ( ) ( ) ( )
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 Early detection and management are critical for optimizing Chaperones review Chaperones review Chaperones review Chaperones review
patient safety, yet there are no standard protocols for real-time \ / \ | / \ | / \ /
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 We hypothesized that vigilant monitoring would enable early ( ) ( ) [ )
detection, prevent symptoms, and minimize the chance of Screen fail Block B Block B
treatment delays while testing novel therapeutic combinations \ / \ / \ /
that have a potential risk of ILD for patients with breast cancer. Real-time study workflow in a study of combination of trastuzumab deruxtecan and rilvegostomig administered every 3 weeks in the I-SPY2.2 phase 2 platform trial. CT scans were considered abnormal if new
ground-glass opacities, nodules, infiltrates, or fibrotic changes were present. Per protocol, a diagnosis of pneumonitis (any grade) prompted transition to Block B upon confirmation of resolution of CT findings
and symptoms. HRCT: High resolution computed tomography; PFTs: Pulmonary Function Test; 6MWT: Six-minute Walk test
* We tested the combination of T-DXd and rilve administered every Resu |tS

3 weeks for 4 cycles in the [-SPY2.2 phase 2 platform trial
(NCT01042379), which enrolls patients with clinical stage II/IlI
breast cancer commencing neoadjuvant systemic therapy.

* Given the potential risk of overlapping pulmonary toxicity of these

- Safety data were evaluated in the first 51 patients receiving T-DXd Table 1: Characterization of patients with ILD
plus rilve.
 Eight ILD events were confirmed (15.68% incidence): 5 grade 1, 2

Patient Grade Timeto Symptoms Steroid Timeto # Cycles

two agents, we added rigorous monitoring with pulmonary grade 2. and 1 grade 3 number ILD onset resolution Rilve and
funotiop tests (PFTs), six-minute vyalk test (GMWT), and high- « All casés were identifiéd by HRCT scans; one patient had an early (days) (days) T-DXd
resoll(utltcl)qn Ch?tst CT (HRCT) scanning pretreatment and every 6 chest CT scan because of dyspnea. 1 Grade 1 133 None No 23 2
weeks thereafter. . .
. . . . « PFT MWT h |
« A real-time safety workflow was implemented, with pre-specified subsse qig?]tlf dropp ejlgr 5 r:(?[L eerg oiir’:gﬁ " ge?);gt Ogstectlon and  were 2 Grade 1 |35 None No 21 2
::rltetrla fcir I?laltlng 1treatment and escalation to the next block of * No patient was symptomatic for more than 24 hours. 3 Grade 3 |77 Dyspnea Yes 14 4
reatment ( gure ) . . . * Radiographic findings resolved within 14-55 days.
» All abnormal findings reported on chest CT by site radiologist . Early treatment escalation to the subsequent block of therapy 4 Grade 2 |62 Dyspnea and | Yes 59 3
were centrally reviewed in real time by the study pulmonologist occurred in 4 patients who had received<4 cycles of T-DXd and rilve: chest pain
(T.K.) and cases of suspelct.ed ILD were adjudlcatgd promptly by all patients were subsequently able to receive appropriate therapy. 5 Grade 2 |84 Dry cough Yes 23 4
a safety committee consisting of the pulmonologist and several 5 Grade a7 N N =5 A
medical oncologists, enabling early study drug interruption and ] rade one O
therapeutic interventions. CQ"CIUSK}“S 7 Grade 1 77 None No 30 4
« CT scans were considered abnormal if new ground-glass
opacities, nodules, infiltrates, or fibrotic changes were present. + Real-time, centralized monitoring and adjudication allowed for early ; Grade 1145 None No 20 2
* Per protocol, a diagnosis of pneumonitis (any grade) prompted detection and prompt management of ILD, which both mitigated
t.ran.SitiOn to Block B upon COnﬁrmaltiOn of resolution of CT Severity and Supported t|me|y therapeutic management_ COI
findings and symptoms off T-DXd and rilve. | | Among the monitoring tools studied, HRCT scanning performed every
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