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FIRST-LINE THERAPYPP SUBSEQUENT THERAPYPP
| ROS1REARRANGEMENT™
I SUBSEQUENT THERAPYPP
Preferred I * Consider definitive local therapy (eg, SABR or
Entrectinibd%i I surgery) for limited lesions™
or I .
ROS1 rearrangement Crizotinibdd | Asymptomatic m::o entrectinib, crizotinib, repotrectinib, or
discovered prior to or Progressiont!—s» Subsequent I or
first-line systemic Therapy (NSCL-31)
therapy v Repotrectinib 3! H » Repotrectinib (if not previously given) or lorlatinib
or I Progression““** « Consider dnlln'lgvo local therapy (eg, SRS) for
I on entrectinib, limited losions
Ceritinib%9 I crizotinib, Ve ys r:w.lzlg'nupy
RoS1 I ropotrectinib, or Brain or certinib) or repotrectinib (if previously treated OCOrCIONS
PRt | ceritinib with crizotinib or coritinib or entrectinib) or (NSCLK 1 01 & or
Complete planned u lorlatinib Squamous Cell
L
systemic therapy, including I NCCH Guidelines Tor CNS Cancers CNlﬂglLl:n; '
ROS1 rearrangement maintenance therapy, I ) (NS of 5)
discovered during or Interfupt",‘follomd by ProgressionUi—s ?;‘Jbsagueﬁl ) H Symptomatic Eomld‘)rndoﬂnmvo local therapy (eg, SABR or
first-line systemic entrectinib™ (preferred), Therapy (NSCL-31) . urgery
therapy crizotinib (preferred), I Limited I (:o::h:o entrectinib, crizotinib, repotrectinib, or
repotrectinib (preferred), H progres : -
or cerlinih [ Systemic * Therapy for multiple lesions, below
I
mm | f .
PP Molecular or Blomarker-Dlrect(I-:d Therapy for Advanced or Metastatic Disease (NGCL-J). u :‘mﬂmb (if not previously given) or lorlatinib
W9 Eor perfor‘n:anceLstatus 0-4. sect oL palonishe.diovontawe. A4 I ::':g:: ————=+ Systomic therapy options
['* Entrectinib or repotrectini may be better for patients with brain metastases. [ Adenocarcinoma (NSCL-K 1 of 5) o
! Squamous Cell Carcinoma (NSCL-K 2 of 5)
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The NEW ENGLAND JOURNAL of MEDICINE
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ORIGINAL ARTICLE ‘

Repotrectinib in ROS1 Fusion—Positive A Exszusses [EB U.s. FooD & DRUG
Non—Small-Cell Lung Cancer &4  national r\;edical Products Administration ADMINISTRATION

BACKGROUND et
The early-generation ROS1 tyrosine kinase inhibitors (TKIs) that are approved for the RiRFr A NMPA-CDE FPA
treatment of ROSI fusion-positive non-small-cell lung cancer (NSCLC) have antitumor g v v
activity, but resistance develops in tumorsead intracranial activity is suboptimal. ROS1  TKESREARESEINST v v
Repotrectinib is a next-generation ROSI TKI|with preclinical activity against ROSI fu- TKER R B ESZE 1 METT v
SION—pOSITIVe cancers, including those with resistance mutations such as ROSI G2032R. NTRK  1-2fhTKIEZ4 v v
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