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Comparator Arm PFS OS

Crizotinib Chemotherapy 10.9 months NR

Alectinib Crizotinib 35 months NR
Brigatinib Crizotinib 30.8 months NR

Lorlatinib Crizotinib NR NR
Ceritinib Chemotherapy 16.6 months NR

Iruplinalkib Crizotinib 27.7 months NR

MO



Intracranial 
Response

Crizotinib 20%

Alectinib 81%

Brigatinib 78%
Lorlatinib 82%
Iruplinalkib 90% Peters et al. NEJM 2017

Camidge et al. NEJM 2018
Shaw et al. NEJM 2020

Lorlatinib in Previously Treated 
ALK + Advanced NSCLC (Lu et al. 
Poster, WCLC 2023):

-67 patients with prior crizotinib
- CNS ORR 63%



Garcia, CA, EP12.02 Presented
WCLC 2023 

-Formal Indirect treatment comparison study
-Compared Lorlatinib (CROWN) vs Alectinib (ALEX) and 
Lorlatinib vs Brigatinib (ALTA-1L)

Lorlatinib overall had improved PFS compared to Alectinib and 
Brigatinib

Risk of grade 3 or more AEs higher with lorlatinib compared to 
alectinib, but not to brigatinib



NAUTIKA 1: Neoadjuvant Alectinib • Neoadjuvant alectinib 600 mg BID 
for 8 weeks followed by surgery

• Primary endpoint –MPR (<10% 
residual viable tumor cells)

• 12 patients have enrolled 
• PCR 3/9 pts (33%)
• MPR 6/9 (66%)

• 8 patients with R0 resection and 
received adjuvant treatment

Lee, J et al. Poster 1795 WCLC 2023
Presented with author permission



Adjuvant Alectinib
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ROS1 TKI-naïve
(n = 71a)

1 prior ROS1 TKI AND no prior 
chemo 

(n = 56b)
Median age, years (range) 57 (28–80) 57 (33–78)
Region, n (%)

US 11 (16) 17 (30)
Asia 41 (58) 23 (41)
Otherc 19 (27) 16 (29)

Female, n (%) 43 (61) 38 (68)
ECOG PS, n (%)

0 24 (34) 18 (32)
1 47 (66) 38 (68)

Never smoked, n (%) 45 (63) 36 (64)
Brain metastasis per BICR, n (%) 17 (24) 26 (46)
Resistance mutation,d,e n (%)

Solvent front (G2032R) Not applicable 6 (11)
0 51 (72) 0
1 16 (22) 56 (100)

Prior TKI treatment,i n (%)
Crizotinib Not applicable 46 (82)
Entrectinib 9 (16)



TKI Naive Prior TKI, no 
prior chemo

ORR 79% 38% 

mPFS 35.7 months 9 months 





Acquired ROS1 resistance 



Comparator Arm PFS OS

Ceritinib Chemotherapy 19.3 months NR

Crizotinib NA 19.2 months NR
Entrectinib NA 19 months NR

Lorlatinib NA 21 months NR
Repotrectinib NA 35.7 months NR



Intracranial 
Response

Crizotinib 20%

Entrectinib 55%

Lorlatinib 60%
Repotrectinib 89%

Almquist et al. JCO Oncol Pract 2020
Lin et al. ASCO Annual Meeting 2023



BRAF



BRAF status and response to IO or Chemo-IO

De Lope et al. Poster 2108 WCLC 2023
Presented with author permission
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