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[ Abstract ] Metronomic chemotherapy is an emerging strategy to fight cancer. Unlike traditional chemotherapy,
metronomic chemotherapy is defined by the frequent, repetitive administration of chemotherapeutic drugs at relatively low
doses, and without prolonged drug-free break. Initially thought to play a role inhibiting tumor angiogenesis by targeting ac-
tivated endothelial cells in tumors, metronomic chemotherapy is a multi-targeted therapy,including activation of immunity,
effect on tumour initiating cells, induction of tumor dormancy. It is from eradicateing tumor cells to improve effect, reduce the
toxicity and improve quality of life for treatment of advanced non-small cell lung cancer (NSCLC). Metronomic chemotherapy

which can avoid the toxicity of traditional chemotherapy and rebounding is explored in clinical studies of advanced NSCLC, as

a promising treatment strategy.
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JeASl, AT [ CD3 AR IC A IS PN R 4 S 2 s KGR (144 h) AFEBT 2590 4052 m, &

AL GEAS T X TCR T, R B S
B UML) IG5 . CEPsR IR TE-8, 2 I 45 P9 Bz 4t 17
AR, CEPsTR L E S E i Bl A Ay 2 fin sl i A 4 &
AT 2 () AL TRD . WAL Gk T AT 4047 % CEPsIY
AP = N LS IR N R 2 i b i S s f i
J HBLCEPs o, b s AR KRR 25, T i a4k T
J& CEPsEU L8 /0, WM FBE, I H R A M g
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TR AR AR ST R ) N R A, Rk S
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R 2, RS EEEME K. WA R B X
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PEMT 2504, BEE BRI R, AT 407 AR
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1 TA4L T B4 B I & A B AR R

ALY P A Az B 8 PRI OR R F Folkman 1
Kerbel W) 5255 . HTE LA PR A% A 1 1A B 200 L Xof—
BEARH AT 25 e v BE Uk e AT RERS
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SRR N B AN T, D2 P IEPEE I A8 A B A 5 1L
IS0 3 -1 ( thrombospondin 1, TSP-1 ) HyFIRDE,
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SISO, I RrEe 2 E AL EE 259, 9 B AR
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ELEVERT, T HAEE IS D C I i Rho ZE 15 1Y 5 1 =%
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2R — BB BRI AN, TR M SO R T R B A
Fo HATTIAMST 32 M T2 K0 25 i M i . A
U Lien S5 NS5 A LYY SEAT 1 R GEIE MBS A, WFSE
A3, 7000 B, FE8OI/ LA [y FURE fF 5 e 1TV A
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(14.0% ) , HWMZf#E2 (objective response rate, ORR )
4926.03%, HALERTERIZ (disease control rate, DCR )
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H AT I ANSCLC ) — 2 25 L 2 i
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survival, 0S ) 2994~ H 21, A5y 248 g HINSCLC
B R 2L BIRYT . SR RYIE AR B2 4R
iy, PIRPECM AN LA B AT 29 G R TRty
TA4LIT S5 HLILAE 25 )R- I0 Y7 LA L Fa 1k 7 R 2R
PAHEIHIF ( tyrosine kinase inhibitor, TKI ) #[a] 254
HkE o KontopodisSFIgEAT 1 — I35 $H 4L 7 i Btk ih
JYMEINSCLCIIIIIII G, 461 i85 He 32 K B Fig i3 1
M50 mg/¥, FER3K, 28 dNIANEW, HEHIEE
JEECFE YA REM 52, Forh sl B E TR0 2% ( partial
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DCRJ30.4%, T 1E A< 75 Jiw 15 i i A0 1A A 500 4% 58 7
LR IRYT M HINS CLC I Y S5 T B 5% v 4 e A
RN WG fpleess) . 4G R S AZ BT 4047 IR 97 1 1)
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NSCLCE{ # & & INSCLC A K — RS 2= 1 4
P WL EIRIT, ORRN37%, 35%MIEESD, 3
Frp PRI (2% ) , PRI (10% ) ,
RLERPER R (2% ) , IRBEMZRHE (15%) , Bl
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HMIFFE e PR S i X NSCLC A B i vk, i L
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BITVERA . — IR P T 8 S e 4 4k 7
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2BIFTERN LR, 280IHe 323k 22k L FIRYT, 45t

BHPR, 130I3RAFSD, AL BB I (time to
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2GS K A3 . 4Gk L AR/, A I BE
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ZEAYILY] SR IR 52 A B T 281 BMINS CLCY Tk
SEAAL, ERAEAS RSN T, BRI YT R
YRR sl A A AR T 3 A AL 8 Uy 484
DRL M0 A S A 7 R A L D DXL 14 R85 g J] 22 04
L SEx i@ SRz

TERRE W ARALTY I, — ORI S8 B SO
W IS . R 2R AL X NS CLCHY
JTRL, WFRRAIA33BIEE 26BIXER B, 7R &
B, Hh26.5% R B EPIRERE , AHRIRE BMELLIR
AEMRAS (Eastern Cooperative Oncology Group performance
status, ECOG PS ) 73 N 173 84 IIPESHIOSIL T ECOG
PSP J2 o W R A o —TILHARI % SORR S T 43 J I
e BRI ZRCTTHAIRY T BUINSCLCRYREE AT AL,
YA 1B, ECOG PS<34y, HH1sfi b, 13
BTV, i Y 2 39 b L A s 2 A2
M., ORM45.2%, HABIHI5E4ZE# ( complete response,
CR) , 126PR, DCRHS58.1%, H{iTTPFIOSS AN
ONMAMIBANA o GBIAT AR, SRS RMIL,
A A AR i BT AR (area under
the curve, AUC ) B K, [A]HS G &1 J&] ML i 487 P Rz A= 4 R
T (vascular endothelial growth factor, VEGF ) k¥, %
AT BB E AT 1001 B FHVEGEAK- T R, T2
Ay 7 (0 B P A 10 VEGE/KFE-THE, #8541k
I 73 A W VEGE 7K -5 W) g A K R g 397 A= 1 8 AR
o WFFEINA ALY BAT B0 BT s A s o, HE
Z R — BOR S BE R B ARG T . 1E 2 P FEFN
ih B B 1 AR AT IR R M NS CLCRYIR R 1k
WEgE s, 21085 A, ORRHK19%, HL0SH6.9
N, HIPES K29, HEAEAE R R28.6%, 2454E
FFRNT.1%, BA 4R R A . WFFEIN N Z PG A FEHk
A BT HALI T ENSCLC “IAIF A T %, A
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B0 TR VA AT I A AR B IR 259
B GAE A R RS, — 0k A SIS I
G, HA T HARE R (250 mg/d) BRA N HE TN
sy (ohr/k, 20k/d) B SRR I S 25ih 97 BRTiAb
57 2R W1 e SO0 s B e B TR, S8R B A
BIeshit y (G4 , s7hBFEEZHFIBRES
BHIaT (GUAL) , VAEAELFRIH18%H36.7%
(P=0.03) . S4B T HLNRA AT T RELEK
[KF3Z {4 (epidermal growth factor receptor, EGFR ) J&[A
R, GH1: 16BIMURRA, sHBFAR, GUAL: 200
HURSEAE, 10/ B, GUREMS M35 EGFRASZS 1Y
PFS ( 14.4 mo vs 7.6 mo, P=0.006,1 ) . 43/ H& 4T 1 I
Jed £H 2SI 28 BRI, % B R L A 8 AR
BB Z GUIRTT A 5 PESAY Y (11.8 mo vs 2.8 mo,
P=0.053,6). GZHMIGULHIIOSIXA BitlF2=5t, 43l
18.3 M J1f123.61 )1 (P=0.381) .

I R HT O 92 & B Fa 40 7 1066 0 I 78 A L2 )
REfEIE— 3R TR, — I RIR R T . IR 2
2B AR YT G DR R IR YT NS CLC,
PR A0 2 75 BR 08 1Y 0 Be 1M A 9T AT RS,
PAN2BRF, R A, BAIRIT B &R L
ik g B i 3 E VR, FRRIMYE VEGE . A A i -1
(angiopoietin-1) | TSP-1A9/K-, Hr40fi 7 Il
IR BRI B FE P ORRRKT77.5%, ke E RNl
15%, HOITTPR7.640H , fed WA 19029 i
WEBEE, BFSEaRE 1 DA BR BT e A A ) 0] P A
KA 32 5053 50 4 S mg/kgM7.5 mg/kgo A Ky DL AR ER
FPLECA Y R L AN T, i HAL BN T B
PR IR I A A T A B IR S8, o FE T A 5 s
HE— 2PN T M INSCLC H 35 365214 7 23697 7
&, BREA (30 mg/m?, d1-3) , MARZEMZH (50 mg,
di-d1s) , BEA DUREREPT (S mg/kg, d3) , 3JE 1A
W, PR B TR I R A DUARBR BB TR
JR4EFRAYY, 316 (68.8% ) 345 TPR, PFSH49.53
A R DL RETE R 12900 R A B E ORI S AN
Wi o ARARIT IS DUAER BT YT e B E NS CLC
MIHARETR LT, 99 A33BIRIIAIVIHIAEBENSCLC, #:3Z
LREE (80 mg/m?, d1, d8,d15) . FHPifliE (G) (200
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m?, d1, d18) J/Y7, 28 dNIAJEIE, Jhefi, WA ik
JRE ) R B DARIR BT IR YT o BRI CR, 2344
PR, 6fISD, H{iPESHKOMH, OSKH3I0NMH, 14447

HR74%, VFEHAFRNSS% ., 18 E K A3 kLA i
WL, LB E R AR S4B DR, 2451 R 35 -4 2%
Z 0, BRI R, (BERE AN, 2
B E KA IH-AHM R, 3BERE K AIH-4JE AR
WA 3G -4 LR & A, BFSE AT HAR YT S Him
25 A BB Y SR BT M 1 A e HINSCLC Y
M RR 2, (IR FAABREAR, HHLEKFEARR
BEMLITHT 5T IESE .

A IRIT BES E M INSCLC I PESFIOS . JEF
W IREE SR, RIS, S dE
VAT A MR M INSCLCAEHA T I 8E . HFT
C A P IR A 2 8 MR S5 40 AR T ARy T e A 2R Y
IBIT MG . 3 AMIFSE R BT ALY T R DARIME S kT R
G, RN RME G AT T o 45 TR ik T
YEREI6TT , W EE B 2 AL GE kT e bR £ Ay e
I, A A R o A RN VR AL g A
FEYERFATT WY BEREAE B 1) KRR FH 00, Vives S B7E
B s e A R v R BRAL e AT SR T e R
ALY A HOAb Y A A% T % i 7 SR ENSCLCH?
ATt AT SRS ARG RAF 5T A 790 E

28500 R S8 UE S 404y T B R AT T 52 1k
BRI, 3EREARE UL, B L3R B RE 0
LS SN SN Sk 2 21 7 A N | AN 5 R N 1
Wb, HRSTER S B AT an DURER BT . AR e
A I LS 2 o P B (kR4 It . AR AL
FE . R IESS 5y AN BT B T Fa Ak T R
1) SRR R E, URILE . BATA HRE e
BB FRFEI T R R A RER B 5 Rk
AR R DR o A A B4 I A A AL -5 P o
AR, H IS AR B AE KR B R R AR
FH L 22 AT 1 /DA ) LEE RS T BRI T

WA B ZEHUME T, IR LS R
MEAYT . SRIEIRITERG o (HRE N —RBiia i,
AT W IS 2Pk . BRI O R 2 &
BPER, AR ABFR T B RIE G T T R
251, BRI B G A T AR AT G R
RLFHASR | FrEepg R, DL IS A UE T H k)T
INRES T30, XAy e g4 Ty 7O AP
Sl IMAE IEH AL . CEPsEE . TSP-1/07K P34 & il i
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