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FiEEREZ RS BB (Proto-oncogene tyrosine-protein kinase ROS)

ROS1 #IHIE (ROS1 inhibitor)
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NS B IR/ NI S 5 7 - ROST FERITY HE T
HEFER I/ N e i e 9 B 1 12 2 R 2007
o Hor i R ROSI LA £ K] 2 CD74-
ROS® - CD74-ROS1 & [XI Fill & 5 1 77 A AE 1A
Jfd (fibroblast) H » H 3 BIRE 2 i Bk I L6 FHUEL
BB AR HYE M - 48 SHP-2 ~ MEK ~ ERK »
STAT3 B AKT ° Ff5IHIE » ROS1 HY B & BR 31
Pt 8 i P e A B S5 — {18 T/ N e i o 500 &
- [ 388 14 bk B2 953 B /% (Anaplastic lymphoma
kinase-positive, ALK) Bt FHLL » B EEEIRY
fiifd - 1E R ALK HIHIFIEY Crizotinib LHGREH
o] UG #E ROST BRI EH HES I ERYIE/ N
HHREATE © -

AR 958 588 25 B Bl PR BJF 92 BV » ROS1 BR[RIE
T AE i B 3 AR R AT R AR 2%10 0 58
FATURR A K2 S B B Rh s 5 - FHER H e Y
RERYTHE - LA IR Y R K 25 o i B e L Ry
HI (B TTETEE 1V ) - ROST & K EFT k51
s FRIERESNETET - Hf ROSI
BRI EFHEF IR AR D [ER & L E SR A
KRy 228 » fl & ALK ~ RZERRKT2a8 5
(epidermal growth factor receptor, EGFR)
K B A8 55 0% 2= X (Kirsten rat sarcoma virus,
KRAS) 5 12 o {78 il ALK JE [K] 28 84 11 5 4% 48
fEL - ROST FE[XF T HES 18 ALK B [K] 2588 [F] Ik
BN EW RS - HB—Est#H ROST KK
HHHEYIERIRIFSEHE L » H 4.8% R AE &
fif EGFR E:[X12€%8# - {HAH R B H i 7 55 R BH
B 14

H 51 7] LAZE 8 5 56 7 A2 A% I (fluorescence
in-situ testing, FISH) ~ 7 AH#R LG (immu-
nohistochemistry, THC) B¢ R AR E >
(next-generation sequencing, NGS) 221 ROS1
HYEERIEHHES - #R48 H AT NCCN guideline £
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PRI 25 T HE 518995 A > ROST 4001 il 71 (%1 40

crizotinib  ceritinib ~ entrectinib ¢ lorlatinib) &

TEAEHER VA T 2010 o ARSI A1 RETE /N it
JEEF ROST BRI EHHEF WK A » $252 ROS1
HIHI AR BT R -

Crizotinib ( #RE ©)

Crizotinib 72 5 — & B & mEEYE M 5
e A AR M IR/ N AR 9 5 F ROST &
KIEFrHES IR ROST HIHIH o 76 & 1l AR 1
R BRIE Y ALK B3 BRI 3 /A e s A
F o JRu] AR A ROST B& 1 & i BAFE /N
[t B - ARIERERIRITSE PROFILE 1001 » —
e 2 B B2 L 2 — HIER R I 98 » — Lg% T
50 {7 i HAFE/ NIRRT ROST L (R B8 HEF1I1RY
A 16 s ot 86% HNE A B B 325 D — RN
REHEIRHR - 1298 A 3252 — KWK Crizotinib
250mg © B FE G SRR - B X E R (overall
response rate, ORR) £y 72% (95%CI, 58-84%) * X
JERF#EF[E (Duration of response, DOR) H1A7 8§
By 17.6 1 H (95% CI, 14.5- RE(E ) » Sl ]
3£ (Disease control rate, DCR) £y 90% » J5i5 LR
{EAFIE R (Progression-free survival, PFS) H147 #
B 1921 H (95% CI, 14.4- KEE ) - & HE#Hr
AT EER - BRSNS B (overall survival, OS)
A7 80y 51.4 18 H (95% CI, 29.3- KEE ) - 3B
Wi ST AE £ 21 63.6 1l H #% » DOR H A7 B4 1 ks
2478 H 7 o FJA Crizotinib 5% 5 FH B 0994 9%
EI1E RG2S (82%) ~ 7KJE (30%) ~ HEiH
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HigeEsmEll - G#E2% 0% A H PFS
FrA7EOR 10.2 18 H (95% CIL 5.6-13.1) » fEfS i
% 8995 A PFS v A7 BRI Ky 18.8 1 H (95% CI,
20.1-23.0) = —flE 3T HT I 8% T 34 17 BN ROS1
BRI E T HEF . FE /N R B s AR 25— S00ER:
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FEH T Ceritinib #£ ROS1 F: X & HrHE51 2 FE/IN
AR R i e FY BT R I B R  N BE A2 45 - (H AR
Crizotinib A PLEEMITR A & LRy A A
BH - BAEIGHR LA E R R R A R AE R R B

e -

Entrectinib ( &5 ©)

Entrectinib &8 % B S EFEIHIRE - F 25t
I BUE L K45 F5 ROST » ALK B2 TRK?28 -
IR H B e gmny 1 S bF f 2255 17 » [(RILm] LIRS
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RSN ST 27 o MR B B R IfF 92 STARTRK-1
STARTRK-2 J2 ALKA-372-001 FJ#5 5 » Entrec-
tinib A 2019 4 8 H L & LY E R0
F5¢ Ry 5 ST S /AR B i e 5 OF ROS 1 & K] B HE
SRR HE TG —  AE IR - AT B
R A ROST B5 1% i Ja Bl ik S A% 14 T /)N
FREAT BRI TR A o 18 2020 - 5 FrAY I 5Eks
FRrp s —FRIKER T 53 ARG HATE/ N TS A
ROS1 E: [RIE Fr HE 71 H 1€ K #2558 ROS1 #I1H]
FIVEHER A » Hdvg 36 A (68%) HIIK ATE#E
3% Entrectinib LR 22 A #2578 —$ LB 50 »
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F1 2% o WEFEHRKER 209 A Ry 2014 (64%) e T
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th o g 43% B A S OF RS ERS © TERFSE
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CI, 64-88%) * DOR A7 80k 24.6 fE H (95% CI,
11.4-34.8 1l H ) » PFS H £i7 8 Ky 191 H (95%
CL 12-37 @l H ) - $+ 3% & 0f th R i A8 A 1K
A » ORR k5 74% (95% CI, 52-90%) > DOR H1if
Bk 12.6 ) (95% CIL, 6.5- KF3E ) » PFS H1fif
Bk 13.6 il H (95% CI, 4.5- KE(ZE ) - Hrp
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RF EL AT BH S8 R i AR AR AL R R AR - 1
A T RE R ERL A A+ ORR Ky 80%(95%
CI, 61-92%) * DOR 78Uk 24.6 i H (95% CI,
11.4-34.8 1l H ) » PFS W A7 B ks 26.3 18 H (95%
CI, 15.7-36.6 il H ) > OS d i B AE B B rY 15.5
il 5 HARE P g SR A A - LAY SR = sikiG
FEAHR S A RS E LT (8%) K HIMERIE T
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HIGFMHBRRITER > Hor AR 20 Ry Rt 75
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Lorlatinib j& — 7 32 5 1% 1Y ROS1 ;& ALK
I - B Ry E il eeE 1 o iR
TERIHFSE » Lorlatinib ¥4 ROS1 JLEEE Frik71
9 A — TR R IE T 3032 - fE 5 E
f&H » Lorlatinib & F A 7E Ceritinib B Alectinib
G TREAL B OFE SRS 2 ALK B PR iR
IR/ NI R - fE—R A — R AR
g2 — LI ER T 69 17 ROST 51 i i BA FE /N
fH IR A - H A 30% 1R AR R 552
AT rT ROST Il 7 75 % » 58% Kl A & $2
%% Crizotinib G » 12% MUK A # =% Ik
Crizotinib iy ROS1 #IHIE & 3 - LEATE R A
Ao LG 57% IR A G IS EEES - iR
F2HEE » ORR B 41% (95% CI, 29-53%)  FHHR
£ 52 i# Crizotinib {6 B Y95 A (ORR Fy 35% 3
95% CI, 21-52% * PFS HH . 80k 8.5 H 5 95%
CI, 4.7-15.2 1l 5 ) » Lorlatinib £F % 5 # % &
ROS1 HIFHIHERE IR A G LG8 H36# K
J (ORR % 62% ; 95% CI, 38-82% * PFS {78
B 210 H 5 95% CI, 4.2-31.9f H ) - —2
53 ATBEIR ¢ Lorlatinib #572 5a Ik i & 7Y ROS
PLEERLIA] G2032R - A RSEERE R N E
& B 5238 ROST #I I 1G FEAYJE A IC-ORR

By 64% » A& B2 523 Crizotinib JE IR A By
50% ; DOR H {7 e R A B ASZH]  {EAT
R AE T - 1 49% B9 A7 458 = FI0YHK
FIEITERT - i A s e — s H il (19%)
Tl B (14%) » 12386 7 AR EIE A 1 58
T o DA EER RGBS 2 G R B AR — - &l
TEFISEBIZR — -

¥ ROS1T MEEHHIIERZ
Rk

b 235 {70 9K 2 2 52 ROST Il i 1 35
Y975 FETE SR B AL B B9 ARG R - ELPT Rt
(9 PFS i B8 7 8 A 31 - 35 % 8f ¥ ROSI
R KRR IR e TR Hepo
Cabozantinib » & — T8 5 H 2 — 4 {16 % 2 5%
¥ (VEGFR-1~ -2~ -3 > MET * RET fll AXL)
B I AR AR EE Y - kR0 v F 2R IG HE FE IR IR
I~ B B AT 2 e fE— BB T 4
&l ROST [5 1 B HA I/ N e i oo AR B 92
th o B IR A B EE Crizotinib B¢ Ceritinib /(%5
M H$%5% Cabozantinib IG5 - HRIEHFFCHS R -
ORR % 25% » PFS J5 4.9 F] 13.8 i H 37 - 38
wrgeHh - s AR G TR A e — P Rl =
Cabozantinib Hij & 75 2 4= Ff 7R BY ROS1 $i 8 £
o BIEANL - ERIFFeKEE 5 Cabozantinib
1E ROS1 B FE/ Nl B il 2 A Ve i v RE A
HEFE G 71 o Taletrectinib & ROS1 5z NTRK1/2/3

7k— : ROS1 I Z ERIRTA 7o ABRARE R Blig 1719242998
SEYREAH fr5e LS RS ER L2 RS BRI S e

PROFILE 1001 19.2 @ H 72% REFL REH
Crizotinib 00-1201 15.9 8 H 72% 18% ATl
EUCROSS BM: 9.4 {# H , no BM: 20 & H 73% 21% AREFAL

Ceritinib ~ Pan-Korean study all: 9.3 f@H , CN: 19.3 @ A all: 62%, CN: 67% 25% 25%

. 770
oy STRTRK12 LR B 6% - s
no BM: 26.3 il H no BM: 80%
all: 9.9 @ A , all: 36% all: 53%

Lorlatinib  Lorlatinib Phase 2 CN: 21 fHA . CP: 8.5 fAH

CN: 66%, CP: 52%

CN: 62%, CP: 27%  CN: 46%, CP: 56%

Abbreviation: BM = brain metastasis; CN = Crizotinib naive; CP = Crizotinib pretreated
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YRR H REIER IEFHBARITER (3B =2 L)
Crizotinib AL FREREE (82%) (B FEEEINAE (10%)
5% (42%) HIMERE T (10%)
B (32%) ALT LFF (4%)
JEZKIE (30%) MEH: (2%)
By (26%)
AST EF (18%)
I (16%)
Ceritinib G (78%) HEHS (16%)
By (59%) AST EFt (9%)
BRI (56%) ERIILRE (9%)
MEIH-: (53%) ZIM (6%)
LK (47%) L (3%)
WIEEET B (41%)
ALT/AST EF+ (31%)
Entrectinib IR REE (41%) BEE BT (5%)
P (28%) EI (5%)
T (25%) PR (3%)
{57 (24%) &% (1%)
L (21%) Y (1%)
W BTt (19%)
R SEH (19%)
Lorlatinib EEREIEE (80%) B (19%)
E=HH S (61%) EEREEE (15%)
7K (40%) HEE LT (7%)
JERZ TSRS (36%) Lipase _EFt (6%)
ORI (27%) RS RREEIE (6%)
HeE B (23%) Y (3%)
EY (12%)

B HI A - A — R R R Bl A B fE 2
Crizotinib H $7 88 14 49 £ K] (£ $5 L1951R »
L2026M ~ S1986F Jz G2032R) H JAEERLE 3 -
H—RIER T 6 A7 ROS1 fLEgzesny IE/ Nt
fifi %% (ROSI1 inhibitor acquired resistance) Ji§ A
HIES — B E B v - 8252 Taletrectinib {6 Y
ORR £y 33%° o H At # %} Taletrectinib 5 1
W& RIS EHEI T » Repotrectinib & ROSI »
ALK 5z NTRK1/2/3 By I #] - R #8 — = i 52

FE R HA7R  Repotrectinib £E in vitro LU in vivo
AR T » % G2032R K D2033N 5 B EH AT 1)
W BT o Wi AE — M 58 — BARG IR al Bk - — 1%
ROS1 B K FEFHHE IR E/ NtftftiE B

ERZ 1 RALEIG R #5748 12 &l H Crizotinib
BTEHRE R AL - R E ) e iR
ROS1G202R"QMF Ze##1% » B3 —K—K 160mg
Repotrectinib *  DOR By 7.4 i H » HIGFRR
RELGE THEFSIYERE ST 4 « 1 Repotrectinib [
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55— K ARG PRIFZE TRIDENT-1 o7 » —FL I %
T 33 fif ROS1 B PERIFE/ MR A - H
11 738 ATE AR 8232588 ROST HIHIB A > 22 i
i A $z 5z ROST HIHIA] ( K#ERS3 Ky Crizotinib)
HE s FAL - Horpdk 18 A7 95 A Hh R i
£ 4 o WAL REER » Repotrectinib BfE KBS
i ROS1 HIHIBREFEIH A ORR Fy 82% » ¥
323t ROS1 #IHI G H 2 EALAYH A ORR
B 55% © #F ¥ G2032R £ (X 5 #7 HE ¥ 19 9K
A ORR Jy 40% = BH? Repotrectinib HYH At AH
B IS TR -

#5& &2

TEFE/INHH BRI 5 7 A 25 SO BE R & - R
B ROS1 AT A » 1 R %2 &% ROSI
IR T BRSO R R B2 Y A A 1 28 TR 2k I
RS E B RIFRVERIRIGR SR - MERIRRA
IR EEYE R R E T - HEREE RRZE
Byt » R GE He Y vl DUAG IR A TR AR
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Non-small-cell lung cancer (NSCLC) accounts for about 80% of all lung cancer cases, and chemotherapy was
the preferred option for advanced NSCLC until the development of target therapy. ROS1 gene is one of the driver
genes for NSCLC, and the incidence of ROS1 gene rearrangement is approximately 1~2%. The first ROS1 inhibitor,
Crizotinib was approved by FDA for the treatment of advanced ROS1-positive NSCLC in 2016. More and more ROS1
inhibitors were developed thereafter. These ROS1 inhibitors were proved to possess better intracranial response,
better objective response and better progression free survival. This review focuses on the role of ROS1 inhibitors in

treating NSCLS patients with ROS1 mutation.



