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WE: B8 TR HCIE T8 B 2GR T IR S A EA /N A it 2 (small cell lung cancer, SCLC)
WP . e R 2018 4R 1 H 2 2019 48 1 H B & BR~A e 55 — Wi 12 Be 1A 19 20 1] 16 9 52 2 M 1k
SCLC MB# WBFFEX G, A T HL A HE 65 mg - m 7 B IKIGTE, 55 1.7 K5 DUIRSEIR D B e e 12 mg, B H 10,56
U~ 14 8320 d O LANAIF L FR88677 4 ~ 6 DRI &8 2 MRS FIIEOY 1 U I RS PAL, il Sk e 7 0
fro XPRBE AT AR 2 a BRGS0 BH JoE LTI (PFS) S BH A RN . 705 T8I AT GARYT 2 A JH
Ja SR R G 32 MR FEH R G0 A6 385 I P AR AR A TR -8, (TNF-B, ) LI A A B2 A K IR 7 (VEGE) ik it s 2 14 4l 2
(MMP2) Ko S5 REFAES RO TR SR 13 ], PO AaE 7 0] B WL % (ORR) 2 65. 0% (13/20) , P 5
il 28 A 100. 0% (20/20) , 20 i35 PFS Ky (4.7 £2.3) /4 H , Hio 13 {5 ORR &Y PFS K (5.7 £2.9) N H,7 il
AR A PES (2.9 = 1.3) N H o 20 BlE B A 12 BIHEIRTY RIMEUR R H R G 12 1T =& #3677 . 20 Bl
HRENEZ 12 1 (60. 0% ) RS Bl (25. 0% ) w5 1fi [ 10 §i] (50. 0% ) \ F L5 B AL 4 4] (20. 0% ) HE {5 2 Bl
(10.0% ) A4 F 1% 10 451 (50. 0% ) (i /MEgA> 9 4] (45.0% ) JREFH 2 #1(10.0% ) , JoiIr #HRPEIE T R A . iR
J7 2 IS B I A% TNF-B, \VEGE MMP2 /KB B ZEL TRV (P <0.05) . &t P BRKGRY B~
LAY A XEIR TR SCLC R 7 ALRA I, HAS RSN Al i 52
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Effect of anlotinib combined with irinotecan in the second-line treatment of advanced relapsed and
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Abstract: Objective To evaluate the efficacy and safety of anlotinib combined with irinotecan in the second-line treat-
ment of advanced relapsed and refractory small cell lung cancer (SCLC). Methods A total of 20 patients with advanced
relapsed and refractory SCLC admitted to the First Affiliated Hospital of Xinxiang Medical University from January 2018 to
January 2019 were selected as the study subjects,and they were given irinotecan 65 mg « m > intravenously on the 1" and 7"
day , and anlotinib capsules 12 mg orally once a day in the 1™ — 14" day,21 days of treatment were regarded as one cycle ,and
the treatment was continued for 4 —6 cycles. The clinical efficacy of patients was evaluated once two treatment cycles,and the
best efficacy was recorded. The patients were followed up for 2 years,the progression-free survival (PFS) of the patients after
treatment was recorded ,the adverse reactions of the patients were observed. Enzyme linked immunosorbent assay was used to
detect the levels of plasma transforming growth factor-g, (TNF-B, ) , vascular endothelial growth factor ( VEGF) , and matrix
metalloproteinase-2 ( MMP2 ) before treatment and 2 cycles afier treatment. Results  The best curative effect included

13 cases in partial remission,7 cases in stable disease. The objective response rate (ORR) was 65.0% (13/20) ,the disease
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control rate was 100.0% (20/20). The PFS of the 20 patients was (4.7 £2.3) months,the PFS of 13 patients with ORR was
(5.7 £2.9) months, the PFS of 7 patients with brain metastases was (2.9 +1.3) months. A total of 12 patients in the

20 patients received third-line chemotherapy after treatment failure or recurrence and metastasis. Among the 20 patients, there
were 12 cases (60.0% )of fatigue,5 cases (25.0% ) of anorexia,10 cases (50.0% ) of hypertension,4 cases (20.0% ) of
hand - foot syndrome,2 cases (10.0% ) of diarrhea,10 cases (50.0% ) of leukopenia in,9 cases (45.0% ) of thrombocyto-

penia and 2 cases (10.0% ) of urinary protein. and proteinuria [ 10.0% (2/20) ]. No treatment-related deaths occurred. The

levels of plasma TNF-B, , VEGF and MMP2 in patients after 2 cycles of treatment were significantly lower than those before

treatment (P < 0. 05). Conclusion

Irinotecan combined with anlotinib has a definite short-term effect in the second-line

treatment of patients with advanced relapsed and refractory SCLC,and the adverse reactions are tolerable.
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/NG i Al 9E8 ( small cell lung cancer, SCLC) 24 (5
J B I 15% , BE UG H %5 a tEAFRILT N
0,46 48 e 52 3097 Y B B P X A A A 2 ~ 4 4>
AU Xtz W1 SCLC i, BRI —23897 7
R EELUS I 67 £ IS s
FHLA BB ST 5 BRI G L0/ R 0 G R YA TT T 1z 3
SCLC SE M H 2™ . BR SCLC M HHAIT |
BT AR T U B 2R S TER YR YT )G
MR KR . P, WFSEI IR b 52 & xR 1 SCLC
AR —LIRIT 0+ 2, HIMERGE T
SCLC ZZAfY7 i H KL 254y, (A A P A
B R BE I SN RSO B, R R [ SCLC
THIRITT R E PR R 2T FE
TP KR HES Y . TS A
N, B TR U7 AR T B R MEIR 1 SCLC J7 K
AR ARSI B A PN A BGATT I AR
I RO T2 B MEIGR T SCLC 1R 7 FIBEFE . #h1R
LR RERE B EURN—KONH BN T2
B 5 TR o 1 8 B 0 4] ) ( tyrosine-kinase inhibitor,
TKI) , BEAE A Rl 4 N Rz A= K R 732 14 (vascu-
lar endothelial growth factor, VEGFR ) 5§ , B #1
JibJgE L5 2 BRI 0 kg 2R K VR Y o AR ST
X B JE Wk G LB BB YT B R METR P SCLC 1Yy
VTR P RO P AT WL, B A I IR A & MR
P SCLC 1) 3R IR s BURF Z5 REan T

1 #RETEE

1.1 —&ER EF2018441 HE20194F 1 A
B 5 R B o — B I = e Wi 19 W 300 52 4 Mk VA 1R
SCLC BH NMFTES G o FaBIANABRHE: (1) i B2
RATUESE N SCLC, 2 —RARFLIA T WA 5 42
09T RI, FEE R RAL IRt ] <90 d, =/ At
LAl A AL [ CT sl 3R /R ( magnetic
resonance imaging, MRI) ] ; (2) 2 [ 3 % g BpE
2l ( easterm cooperative oncology group, ECOG) {& /j
ARBUET 0 ~ 1 20, BOHAATH] >3 A 5(3) Tofes
ISR, O P B R A RAIE; (4) L4 Y

small cell lung cancer;irinotecan ;anlotinib ; clinical efficacy

Yaxt 8 > 2 x 10° L™, i/ > 100 x 10° L', 1fiy
LI >100 g - L7 JRLEF < 133 pmol - L',
JHZT 2% <17.1 pmol - L™ NEMREE R E <100 U - L™,
KA <100 U - L7'5(5) #2327 2 AW
AR T B SE R B R AR VAN (6) B R
M EIF&Z A SR . el HEER bR : (1) BETE
L BB e BTih e DUARER Sh S 48 A
WY (2) BA SR X b R Ge i R F/ (8%0) 98
PEMAIEE R 15210 5 (3) 3210 5 a IWERTEE R I 8
A AT M (4) ABeREH TR E SR
e Fs B O L BRI B IE K5 (5) AR 2 (CT 5
MRI) {7 [ 4= A0 K i 4 B8 5 K M 48 43 B N3
(6) EWRLZIHT 2 A A, B I ] k4 sl
SO 2 N, A i s SRR A A
F Bt acE s (7) JeRiiiasr o A R FA4F O
RBRAN) R E 2 < 8 WA R I 45 1 (eva-
luation criteria for common adverse events, CTCAE) 1
W2k ; (8) ALLRT 28 d N2 T & KAMEHA
S BRI 75 (9) AET 6 NMH WAL T
B/ Fp kAR5 (10) BAA G i 259 2 5
TCETERECA S P RAG & (1) A H e HF 2l
TG T £ T8 U9 (R PR B # o ASHIFST i
LY 20 e A R MEVRPE SCLC /B, Horp, 5B
14 f5i], 4z 6 5] ; 4F#4 46 ~71(56.32 +3.85) % ; i %
7 1], LM% 5% 13 1, ECOG 43 0 43 2 4,1 43
18 fi]; =70 % 2 f4i], <70 % 18 {5, AWFEHRIGEE
B PR 2 AR B S DL S AL

1.2 B AE BENG TSR (L5 E 5
B2 iy A BR A Al E 25k H20061276 )
65 mg - m "’ FRIKIR L 6 1.7 K D RERIR LB B
JR e (1E KR 24 Ml 4 1A B 03 A R 28 1, [ 245
F H20180002) 12 mg, & H 1 %, %5 1 ~ 14 K,
21 d 0 L ANAEYF . I B ~ IV R B
(I AN TR % = %) , N — Ak 24307
GRS YA (1 ~ 7 d) sl R0 25% 2B B
JERI T ZE 10 mg, 4 ~6 R 51 AL 2= 69T,
R LSRR (12 mg, 5 H 1R, HR) 4.
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1.3 WEIERR (1) I RST AL AR SRR 7 R0
MrdnifE 1.1 i)t ( Response Evaluation Criteria in Solid
Tumorsl. 1,RECIST 1. 1) ) SEMFRL, 45 2 A WIE
MIT a1 o 7 h 58 4 2% f# ( complete response,
CR) G IR kA T W, R H LA A G
AL RAL s T 73 5% % ( partial remission, PR) 136
ST IR 5 1 ok B 1Y d /N B AR AR BRI 4 /) <
30% ;¥ fifa 52 (stable disease, SD) : &Ll K42
S 4 /MBI IR TR 73 G A B B R s 1
J& s SR 17 J& (progressive disease,PD) : 167 )5 , KLk
PR AL AR Z R i =20% LA b, B 2 EETR
Ko W ZE f# 3R (objective response rate, ORR) =
(CR I + PR o5 (11550 / S B x 100% ,
¥ 128 ( disease control rate, DCR) = ( CR J5 il %% +
PR g 1% + SD g 41 %50) / &9 11 5 x 100% ., (2)
TGk A= 17 ( progression-free survival, PFS) ; %} B
HHAT I 2 a WREDT (FET5 T LA 12 2 A
BT )  BEDT R ] 2021 451 1 il
1675 PES (PFS 45 & IR 452 16 7 IS K
R RSP g B R e RS AR IO E] ) o (3) AR IR
R« KR 2 [ E 2898 iE W1 98 Fir ( national cancer insti-
tute,NCI) B P 23 9% b of 47 AR R RS EA
(4) I3 %Ak 4 K [ F-B, (transforming growth fac-
tor-B, , TNF-B,) M4 W [ 4k K [ F (vascular endo-
thelial growth factor, VEGF) JL i 4 & &5 H i 2 ( ma-
trix metalloproteinase-2 , MMP2 ) 7K. 73 5 F V&I 7 R -
BIT 2 A BRI R K S mL, A
0.109 mol - L™ "#y#mR 1 : 9 $#E,3500 r » min ™' &
O 10 min 73 B ML, SR FH IR G 28 TR o v A 0 1f %
TNF-B, \VEGF MMP2 7KV, 127 & B 2 DL 3k
AR BR S ], B 7 6 4 BRR) & B 43 20
PREAT o

1.4 ZEitZ4b38 W1 SPSS 22. 0 i k47 84
G500, TR TR AR £ FRiEZE (3 25) FoR,
PIPIELBCR ] ¢ KB P < 0. 05y 22 e 5 G i o

2 #R

2.1 GRIFR 20 B8 # 4 32F- 3245 124 Jal
(4 ~6 M) 19iRYT . RECIST FefES7 2 F4 PR
13 41, SD 7 i, ORR =} 65. 0% (13/20), DCR 3}
100. 0% (20/20) ,

2.2 H7FEER 20 FlHEE PFS K (4.7 £2.3) 4
A, Hd 13 f6i] ORR B% ) PFS K (5.7 £2.9) 4
A7 IR B3 PFS (2.9 £1.3) 4, 20 f
BEA 12 GITEIRTT RS K IR T =
LAFRIT

2.3 ARRE 20 WlEHEKREKE=Z 12 4]
(60.0% ) K& 5 i (25. 0% ) & 1Ml = 10 4]
(50.0% ) . F L LEAE 4 ] (20. 0% ) &5 2 ]
(10.0% ) A4 T B 10 5] (50. 0% ) | ifin/M 2>
9 i (45.0% ) JRE 2 F(10.0% ) , Hrp 3 AR
BN 8 151 (40. 0% ) , A4 i i F& 3 451] | 1 400 T I 3
Bl I Z 2 05 Hoam A RO 2 LR o TEiR sy
FHSCHEFE T R A o

2.4 BITAEREMBHEXEFKELLER 4
W2, BRI LA TE SCLC B IAIT 2 45 1)
JG I3 TNF-B, . VEGF , MMP2 /K 3% i K Ti6 77
i, ZRAZRITEE X (P <0.05),

x®1 BYSLAMESRY SCLC BEETEM%E TNF-,
VEGF MMP2 7k Ry Lb %5

Tab.1 Comparison of the levels of plasma TNF-B,,
VEGF,MMP2 of patients with advanced relapsed or refrac-

tory SCLC before and after treatment (x£s)
o ] TNF-B)/(pg - L™") VEGF/(pg-L~") MMP/(pg- L")
VRITHT 43.65 +4.89 37.89 £6.47 178.65 £19.58
RIT 2 ARG 20.33 £3.15 17.85 £4.23 58.65 +10.25
13 17.929 11.5% 24.282

P <0.001 <0.001 <0.001

3 g

H AT RGBT T2 2B 97 SCLC 1Y
FETFE B HATCA RS, 20T 245
16T & SCLC YT RCARERAR . — 30 [T 93l IR 5
(SWOG 0435) Wi%¢ | RyrAEJe 2 —RIBI7 T iZ
HH SCLC AR I 2tk 25 R i , B2 iUkl
ORR 4 11% , 41251 25 4Lk 2% ', NKOKE
SOV ST A B R, B AP SL B R IR T 46 B K
SCLC & PFS 25 2.8 1N H o I, fb2#iR 7Bk
AP A B YDIRIT A I ARG R G T2 Rk
1APE SCLC WBIFMpF i . DRk L hi e — 1
M NV S 3R ) Gl B REHLIAR, AT 5 VEGF
S5 BN HURT A 78 AR T, LA i 68 4 3 5
Ao EAMEE TR — AL B G DUAER ST
BT IR PE SCLC B3 I F 9L 45 R B 7R, ORR
36.7% o 1 B IR B8 2 9% (1/30) , h
L PFS A 2.7 A H i 0S A 6.3 A~ H IESLE 42
P G DA IR BhT n] LAAE A BRI 52 40 i 75 S 1Y
2R MEIRTE SCLC BF Ay gz " A
FEME , B R e # (1) SCLC 83 45 32 7 35 Fie st —
BALEIBTT IR IR L PES AR 4 ~5 AN AL IR
s, BB T SCLC £ ) L FIRIr Y
ORR 4 4.9% ,Hifii PFS Jg 4.1 AN ARFFGEfH
FHP S B G $h IR B 8 Je iR I MV &2 & SCLC
B R R ECIST BAEBST R0 PR 13 {51, SD
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7 #],0RR 24 65.0% (13/20) ,DCR >4100.0% (20/
20),PFS k(4.7 +2.3)4~H , Hd 13 fi] ORR %
) PFS (5.7 £2.9) 4 H ,7 Bili¥% % & PFS
(2.9 £ 1.3) M H LI B Sr B ek A SR R 22 B 5 e
FZG R AR B SCLC 2k M VL | B E R,
B DCR, 18 K 3 1 A A7, X HiUS 825 1
kit 7% S8 E AT AT 0 2897 38K

AR —H PSRER R & SCLC 5k
SR ML B T 3 2. DUGO 261 %f 50 fl & &
SCLC 34 7 VA IR M Bl & DLARER BbTify T,
SESRLE R A 29 ] (58.0% ) HRE L 3 ~4 G R
SRS B R H BRI A OB T, KR 43 i 8
PR BRI 32 A B 2 1kiRY7 . £ ALTER
1202 W5, 3 G UL EZWR B N R RN
35.8% ' AHFRGER BN, R LD B RIS T
SERERRIAYT 2 A E G B I L A R
Z 15 3 PR R AL 8 ] (40.0% ) , Hoap 3ok 2
HULT A RN, BTGRP ML kA ui il %
PR JC WA B B BEIR T AR B S 3 ™ N R
N, RSO B BRI A £h R 4 R JE AT LAAE R MEdG
Bk SCLC &AM LM E A SIGIT T &
Z—

ez 20 B 3 3 1) 38 B S AR AN SR Ny R 4
FEPR Y S s, BT 2 I I 2 M e e e 1)
fii. TGF-B, j&H Treg 4 it 4336 7™ A= 1) 4t S A+,
Bl S5 S R0 G 4 TR VR T PR AL g
N2 ONE, FEA R 4 3 5 ; VEGE J& — ke A
FHF N A i A=K R 7, BoA 35 S S0 A8 7 mom
R EL A R AR AR T s MMIP2 AR R AR M 16 , e 8 1) 31
YMIANE R B F S 5155 7 0 0y 7, kR
KV E RS AT L A SCEkTE
TNF-B, \VEGF MMP2 & & E e M4 A A+, S5
AR R N MR I AR R TR G, = e R
SIS O R |7 3 1 A s 1 I > ARG 1 1 o |
TNF-8, .VEGF \MMP2 43, BEARH ZR 35 K F, AT fip
i) Feb R 200 e g 1 B BT A I B A R LA R R 112
T F %, WITA SR BT . AR AR ER,
WA L HMETRYE SCLC 38 14 W 3 Je B A A S 8%
FREIRYY 2 AN e, HfL %K TNF-B, . VEGF  MMP2
KR 3 WA T RIT AT, v B B R G
SR AT IE S A ] TNF-B, \VEGF \MMP2 3K 47 %4
0ol ez 0 B M5 | e i A L A R, B B hT e
HERRNEL RS S B A R
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