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BACKGROUND RESULTS * The median time to progression for patients with intracranial-only progression was 4.5 months (range, KEY TAKEAWAY
S S 1.4-16.6), as compared with 5.5 months (range, 0.6-24.1) for those patients with systemic progression
 Amivantamab is a fully human epidermal growth factor receptor * The analysis includes 114 patients who received amivantamab on or before 4 June 2020; 38 had brain * Figure 2 summarizes the management of patients with intracranial progression . F t t th d d
(EGFR)-MET bispecific antibody with immune cell-directing metastases at study baseline (Table 1) - Among the 13 patients with intracranial-only progression, the best responses were partial response or pa 1I€NTS WI aavance
activity that targets activating and resistance EGFR mutations (n=5), stable disease (n=5), and progressive disease (n=3), corresponding to median times to :
and MET mutations and amplifications'- Table 1. Demographic and Baseline Characteristics? progression of 13.6, 5.5, and 1.4 months, respectively EG FR eXZOI ns N SCI—C WhO
Brain metastases No brain metastases : L . : : L . " "
. Amivantamab shows robust clinical efficacy and durable Characteristic. n (%) at baseline® (n=38) at baseline (n=76) - 6 of the 13 patients with intracranial-only progression underwent SRS while continuing amivantamab experience CNS Progression,
responses in non-small cell lung cancer (NSCLC) with EGFR Median age (range), years >9. (36-64) SEUiElSes) = Adverse events temporally associated with SRS were nausea (10 days after SRS) and fatigue, ' '
exon 20 insertion (ex20ins) mutations* and is approved for the gﬂaa!:/female 18 (47)/20 (53) 26 (34/50 (66) reported in 1 patient each brain lesions can be treated
treatment of advancea E,GFR ex20ins NSCLC in patients who Asian 23 (61) 36 (47) = For the 6 patients who underwent SRS, the median duration of amivantamab treatment after with SRS while continuil ﬂg
have progressed on platinum-based chemotherapy \E/a\fglctf 1? gf) 33 221)2) progression was 4.0 months (range, 2.3-6.0); the time between SRS and next amivantamab dose am iva Ntama b th ers
Not reported 4(11) 6 (8) ranged from 6 to 13 days py
OBIECTIVE mg::z \éveiﬁgteﬁripgfi)ébﬁnes - 6§ (()3(?'3‘)1) 622((??1'2)5) - 4 of 6 patients who had brain SRS, and 3 of 7 who did not have SRS, were actively monitored
J Priorthergpies P 5 | | for brain lesions (eg, brain computed tomography [CT]/MRI scans throughout the study);
S— Platinum-based chemotherapy 38 (100) 76 (100) non-active monitoring was defined as only receiving brain scans later in treatment, perhaps CONCLUSIONS
* |n this exploratory analysis, we investigated the patterns of Lrg?Ruggltherapy 176((1482)) ?g gi; after the emergence of neurologic symptoms
Progress1on on amlvgntamab therapy a”.”ong patients with Any prior radiotherapy 33 (87) 5 (7) Figure 2. Management of Intracranial Progression in 13 Patients With Intracranial-only Progressive Disease
(CIinicaITriaIS.gov ldentiﬂer: NCT02609776) Radiothera DYy within paSt 3 months 20 (53) 3 (4) me??zgggsis m;ﬁ%?é?}ng resBpeoS:\se Patient ID [ Amivantamab pre-progression [l Amivantamab post-progression | Progression y p g
ent o e r e o e e e o e e —— on amivantamab therapy
PPatients with brain/CNS lesions present at baseline included those who had brain/CNS metastasis history or brain/CNS lesions as target or non-target lesions at baseline. Yes Non-active SD 921712 s 60f13 patients . O .
METHODS Yes  Active SD 230105 with brai,”'onlyd t OCCU FFEd N 11% Of patlentS
- * After a median follow-up of 12.5 months (range, 0.2-30.5), Response Evaluation Criteria in Solid Tumours No Active SD 922905 S Eg‘;gvrviﬁf’;‘ﬁ;ﬁ{}nﬁ{rﬁfge”
RECIST)-defined progressive disease as assessed by investigators was observed in 72 of 114 patients (63% es ctive N i b .«
» The CHRYSALIS study enrolled patients with advanced ( ) - P | | g e | P 107%) h————— mivantame Outcomes were similar
NSCLC and allowed the inclusion of patients with treated » Of these 72 patients, 25 continued amivantamab post-progression for a median of 4.2 additional months s cHve 2715 . )
. i Yes  Active PR 220062
stable brain metastases (range, 1.0-12.5) T rega rdless of presence or
- Results reported here are from the cohort of patients with  Sites of first progressive disease are shown in Figure 1 No  Non-active PR 250114 a bsence Of b ra | N Mmetastases
EGFR ex20ins NSCLC - 13/114 patients (11%) had intracranial disease as the sole site of progression and an additional Yes  Nonactive 5D 250405 | .
» Baseline brain magnetic resonance imaging (MRI) was required at 4 /114 patients (4%) had progression in the brain plus extracranial sites No Non-active PR 240122 S | at base| lNe
. ) . No Active PD 270306
screening in the dose-expansion phase of the study - Intracranial progression (with or without extracranial progression) occurred in 12/38 patients (32%) Ves Active o0 520008 =I
- - - with brain metastases at study baseline and 5/76 patients (6.6%) who did not have brain metastases : :
- Post-basel!ne surveillance MRIs \{VGI’G performed according to 2t <tudv baseline y 2 ( ) 0 5.0 M;(r)‘.(t)hs 15.0 20.0 ° Treatm a nt Of b raln p rog ression
Iocal praCtlce and were not requwed per protocol y PD, progressive disease; PR, partial response; SD, stable disease; SRS, stereotactic radiosurgery.
B N - ith SRS whil tinui
» Sites of target, non-target, and new lesion progression were Figure 1. Investigator-assessed Sites of First Progressive Disease Wi wnlie continul ng

» Efficacy outcomes including response according to blinded independent central review are shown in

reported by the investigator and were evaluated for occurrence ) ‘ '
P y : g : : 80 B Brain metastases at baseline (n=38) No brain metastases at baseline (n=76) Table 2 a m Iva nta m a b a p pea rS fea SI b I e
of progressive disease in the brain only and/or other sites 70 684
60.5 .
- Patient subgroups with or without brain metastases present s Y Table 2. Efficacy Outcomes dll d (o | erd b | S
: : : < 50 - i i i
at study baseline were analyzed; those with brain/central @ Hialn eiseinses | e ol AnE i e e
. L S 40 35.5 at baseline? at baseline population
nervous system (CNS) lesions present at baseline included B 3 . SlE Outcome (n=38) (n=76) (N=114)
patients who had brain/CNS metastasis history or brain/CNS N 158 18.4 o~ Objective response rate by BICR, n (%) 17 (45) 32 (42) 49 (43)
lesions as target or non-target lesions at baseline | 105 =2 6.6 9.2 Median duration of response (95% CI) ACKROIWEEDEMENRTS: PISCEOSURES:
g g ) 10 - . - : - 5-3 3.9 by BICR. months 8.7 (49, N E) 11.0 (52, NE) 10.8 (691 1 50) This study was funded by Janssen R&D, LLC. Medical writing and J. Trigo: consulting or advisory role (Bristol Myers Squibb,
T ope . . 0 - — editorial support were provided by Michelle Hughes, PhD, of Takeda, MSD, Boehringer Ingelheim); speaker’s bureaus
- The feaS|b|||ty and tOlera b|||ty Of stereotactic I’adIOSU rgery (S RS) Any progressive Lung/pleura Bone Lymph node Brain? Abdominal Other Duration of response >6 months by BICR, N (%) 9/17 (53) 18/32 (52) 27/49 (55) Cello Health and were funded by Janssen Global Services, LLC. (MSD, Roche, Merck, AstraZeneca, Bayer, Pfizer); travel grants
|n patlents recelVlng amlva nta mab were Of pa rtlcular |nterest disease viscera Median overall survival (95% CI), months 19.9 (1 4.0, NE) NE (1 3.5, NE) 22.8 (17.5, NE) fHVitfridwas at Ins'(cjitu'ioc(]?r;](.:olégico ?r;cisill at_thsgl\r;llleghat (Bristol Myers Squibb, MSD, AstraZeneca)
20f 4 patients who had brain and extracranial sites of progression, all had brain metastases at baseline; the extracranial sites included lung and bone (n=1), lung (n=1), BICR, blinded independent central review; Cl, confidence interval; NE, not evaluable; CNS, central nervous system. Ceen:el;, é;/gfcsacl\a?ﬁecseTo'rr:S,C;;:i;oanaI’ |§p|;rr1].|s S
heart (n=1), and lymph node (n=1). aPatients with brain/CNS lesions present at baseline included those who had brain/CNS metastasis history or brain/CNS lesions as target or non-target lesions at baseline.
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