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Depth of response and . Methods

p rO g re S S | O n —fre e S u rv I Va | « Lorlatinib is a brain-penetrant, third-generation ALK tyrosine kinase inhibitor indicated for the treatment of patients with ALK-positive metastatic NSCLC' + The CROWN study (NCT03052608) is an ongoing, international, open-label, randomized, phase 3 trial comparing lorlatinib vs crizotinib in patients with

» Approval of lorlatinib in first line was based on the phase 3 CROWN study, which demonstrated significantly longer PFS and higher intracranial response previously untreated ALK-positive advanced NSCLC

2 e . h d d with lorlatinib than crizotinib? - Patients were randomized 1:1 to receive oral lorlatinib 100 mg once daily or crizotinib 250 mg twice daily
| n p a t | e n tS W | t a Va n C e « After 5 years of follow-up, median PFS was not reached in the lorlatinib group, corresponding to the longest PFS for any single-agent molecular targeted * DepOR s defined as the best percentage shrinkage in tumor size compared with baseline
e treatment in advanced NSCLC® + This post hoc analysis examined how DepOR is associated with demographics, baseline tumor characteristics, investigator-assessed PFS, and ctDNA-based
A L K_ p O S It |Ve n O n - S m a | | C e | | + DepOR has been associated with survival outcomes in patients with metastatic NSCLC treated with targeted therapy* biomarkers in the lorlatinib group
« In this post hoc analysis of data from the CROWN study, the association between DepOR and PFS was assessed in the lorlatinib group + Patients were evaluable for DepOR if they had target lesions at baseline and >1 adequate postbaseline assessment up to the time of progressive disease or

new anticancer therapy

|Ung Cancer treated + Data cutoff for this analysis was October 31, 2023
with lorlatinib

Results
In the lorlatinib group, 142 of 149 patients (95%) were evaluable for DepOR + Greater DepOR was associated with longer PFS (Figure 2) Figure 3: ALK fusion variants at screening by DepOR groups
- The majority of patients (n=113 [80%]) experienced >50% shrinkage in target lesion (Figure 1) . . . '
i . . - In patients with 0% to 50% DepOR (n=29), median PFS was 12.7 months (95% CI, 7.2-not
+ 29 patients (20%) had 0% to 50% best target lesion shrinkage evaluable [NE]) samples evaluable (n=128)
. . i ) 9 0 i i . . : . .
Cond usions 65 patients (46%) had >50% to 75% best target lesion shrinkage - In patients with >50% to 75% DepOR (n=65), median PFS was NE, with a hazard ratio (HR) of 0.39
+ 48 patients (34%) had >75% to 100% best target lesion shrinkage (95% CI, 0.21-0.73) vs the 0%-50% group
« With lorlatinib treatment, 80% of patients + Demographics and bqseline tumor characteri.stics were most]y similgr across DepOR groups . - In patients with >75% to 100% DepOR (n=48), median PFS was NE, with an HR of 0.25 (95% CI, W EML4:ALK variant 1/2
experienced >50% sh rinkage in target gaebgllt:e‘la)t;er:oéaetslé,Ragk;gSssr percentage of patients with baseline brain metastases was observed in 0.12-0.53) vs the 0%-50% group W EML4:ALK variant 3
¢ 0 0, . . W EML4::ALK other
lesion, anq 34% had >75% Shrmkage In « Of all plasma samples collected at screening (n=128), EML4::ALK long variant 1/2 was detected in T
target lesion Figure 1: Best target lesion shrinkage 21%, Tnd EIVZA;:éf\Illshort vatrlgntt 3twg§ d;ﬁ/cte;c.i in 13;/0; ALK fusion was not detected in 25% of T m——
m n was n in igur:
Greater depth of response (DepOR) was samples. and.c as not detecte  (Figure 3) m No CtDNA detected
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aSSOCIated Wlth Ionger progreSS|on_free | { : : In the DepOR grOUpS O% to 50% (n 27), >50% to 75% (n 56), and >75% to 100% (n 45) ® Other
survival (PFS) in patients with advanced 20 - : : : - EML4:ALK variant 1/2 was detected in 15%, 27%, and 18% of samples, respectively
anaplastic lymphoma kinase (ALK)-positive . 704 : : : - EML4::ALK variant 3 was detected in 7%, 14%, and 13% of samples, respectively 5
n(’)T{Tmf” celg lung cancer (NSCLC) treated g & 0%-50% { >50%-75% : >75%-100% : - ALK fusion was not detected in 37%, 14%, and 31% of samples, respectively
© 50+
with lorlatini § ol : : } - ctDNA was not detected in 26%, 25%, and 22% of samples, respectively
_ ope S 3 £ | | |
The probability of remaining , g 30 ! | | « ctDNA dynamics at screening and cycle 2 day 1 (C2D1 or week 4) in DepOR groups 0% to 50% (n=22), 0%-50% (n=27) >50%-75% (n=56) >75%-100% (n=45)
progression free at 5 years was 75% g 20- { : } >50% to 75% (n=53), and >75% to 100% (n=41) showed no association between DepOR and ctDNA e
. . . © . 9
in patients with DepOR of >75%-100%, £ 10 i | ; clearance status (Figure 4)
. o i : s £ o
compa red with 37% in patlents with o 16 - ctDNA was not detected at either screening or C2D1 in 23%, 17%, and 15% of samples,
DepOR of 0%-50% § ) respectively 18%
2 204
No differences were observed in ALK fusion g’, 30 - ctDNA was detected at screening and not at C2D1 in 14%, 28%, and 32% of samples, respectively
© o .
variants in the DepOR groups £ -‘512 . - CtDNszaj not detected at screening and detected at C2D1 in 5%, 9%, and 10% of samples, ﬂ
-50 respectively
L E
No aSSOCIatIO_n Was.observed between § aad - ctDNA was detected at both screening and C2D1 in 59%, 45%, and 44% of samples, respectively
DepOR and circulating tumor DNA (ctDNA) 70
clearance status 804
= Figure 2: PFS by DepOR groups
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CtDNA, circulating tumor DNA; DepOR, depth of response
Copies of this poster obtained through Quick Response (QR) Code are for personal use =yentaAniCo) LAG3) 224G {ilies), -
only and may not be reproduced without permission from ASCO® or the author of this PFS, median (95% CI), months  12.7 (7.2-NE) NE (60.0-NE) NE (NE-NE)
poster. If you don’t have a smartphone, access the poster via the internet at: 100 Hazard ratio (95% CI)* 0.39(0.21-0.73)  0.25 (0.12-0.53)
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gfop e 0%7% P eSO Figure 4: ctDNA dynamics at week 4 (C2D1) by DepOR groups
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e al  the abstract. If you do not have a smartphone, access the summary via the internet at: Age, median (range), years 66 (51-70) 61(52-70) 59 (48-67) ‘ 0%-50% (n=22) >50%-75% (n=53) =73%:-100% (n=41)
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