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B R E A (S R B 5 R T S IR 2 P
3 /| & B B B 5 R A 5

SRR B REDE T PilE

(1. AMAFMBREAER,LH KEHE 2156005 2. RNAFWEE —EK,TH AN 215004)
WE. BN KT FHRBEAZUA LRE T AT — K& 7 K 3h L B B3k ) am Jo i & (NSCLC) 69 15 JR J7 20 Fm 4 4 1E
Fik AR FMKFWEKTBER 2021 F 3 A £ 2022 4 3 A K& 693835 2L F BHE NSCLC &4 80 41, B Rl F & ik 5 7‘1%
YA Fo st BR A, & 40 45 3T BB AR B 4T NP ALY 7 £ OF4A 30 mg/ m® + KA FHIE 25 mg/ m®) + M 1R & )t Fo [R Bk & 25 20 408 77,
WL AE B xR LA Bl E o % TR BB A E A B3 200 mg / m>(F 1 R) A EFH21d A LARH, 87 4 AAAH,
R KM BN G R AR IR IR T A 72, 50% F= 85.00% ,3) B F & T 3T L85 37. 50% A= 52.50% (P < 0.05) . % 75 /5 , &
B E R AEFUR (CEA) HE £ FR 125(CA125) 2l A & & 19 K B3R 21 - 1(CYFRA21 - 1)K -F3 23 HAK(P <0.05), £
EREIAE A A (QLQ — C30) A= M & A P A (QLQ - LC13)#4-¥) 2 %735 (P < 0. 05) , AIAA I B F4L TR (P<0.05),
MR Fo st B B H MAAVA ER B R WA A F48 S (62.50% ¥ 52.50%,P > 0.05)  FF A &4 69 ALK B A 15 A A (12~
24 AR, K5 348 MR P A ik A B (PRS) Fe P42 B A B B(0S) 231 H 6.9 M AFe 12.6 N A BEK TEm82869 4.3 MA
Fo 8.9 A~ A (Log — rank ¥* = 13.760,31. 830,P < 0.05) 4518 & ¥ H RILEMS i A) £ 30 F ¥ 4Ly T4 3 3K 5h A B 14 NSCLC %

FH ol T A R EAER T, R E I AR SR T R A AR R, B A,
KB TR AT A R AR s 5 B AR AL ST BE S A A
Clinical Study of Concurrent Chemoradiotherapy with Anlotinib Combined with Sintilimab

in the Treatment of Driver — Gene Negative Non — Small Cell Lung Cancer
WU Chunfeng’,JIANG Jian' ,ZHU Huiping',LIU Yandong’
(1. Zhangjiagang Hospital Affiliated to Soochow University ,Zhangjiagang,Jiangsu,China 215600; 2. The First Affiliated Hospital of Soochow University,
Suzhou, Jiangsu , China 215004 )

Abstract: Objective To investigate the efficacy and safety of first — line concurrent chemoradiotherapy with anlotinib combined with
sintilimab in the treatment of driver — gene negative non — small cell lung cancer (NSCLC). Methods A total of 80 patients with
driver — gene negative NSCLC admitted to the Zhangjiagang Hospital Affiliated to Soochow University from March 2021 to March
2022 were selected and divided into two groups by the random number table method,with 40 cases in each group. The patients in
the control group received NP chemotherapy regimen (30 mg / m® of cisplatin + 25 mg / m® of vinorelbine) and radiation therapy
for primary lung lesions and regional lymph nodes. On this basis,the patients in the observation group received anlotinib + 200 mg / m’
of sintilimab on the first day. Both groups were treated four cycles of treatment with 21 d as a cycle. Results The objective
response rate (ORR) and disease control rate (DCR) in the observation group were 72.50% and 85.00%,which were significantly
higher than 37.50% and 52.50% in the control group (P < 0.05). After treatment, the levels of serum carcinoembryonic antigen
(CEA) , carbohydrate antigen 125 (CA125) , and cytokeratin 19 fragment antigen 21 - 1 (CYFRA21 - 1) in the two groups
significantly reduced (P < 0.05),while the scores of the Quality of Life Core Questionnaire (QLQ — C30) and the Quality of Life
Questionnaire — Lung Cancer Module (QLQ - LC13) significantly increased (P < 0.05),and those in the observation group were
significantly better than those in the control group (P < 0.05). The incidence of grade Il and above adverse reactions in the observation
group was comparable to that in the control group (62.50% wvs. 52.50%,P > 0.05). The median follow — up time for all patients
was 15 months (12 — 24 months), with three cases lost to follow — up. The median progression — free survival (PFS) and median
overall survival (OS) in the observation group were 6.9 months and 12.6 months,which were significantly longer than 4.3 months
and 8.9 months in the control group (Log — rank }* = 13.760,31.830,P < 0.05). Conclusion Concurrent chemoradiotherapy with
anlotinib combined with sintilimab in the treatment of patients with driver — gene negative NSCLC can improve the clinical efficacy,
improve the quality of life,reduce serum tumor marker levels,prolong survival time,and have high safety.

Key words:anlotinib;sintilimab;non — small cell lung cancer;concurrent chemoradiotherapy;driver — gene

*ESWB L N ARG R B [SKJY2021004 ],
E—EE . 2AS, T, KEAH, TR EN TR T @A IR E 5, (B F1E4 )cfwl985@163. com.,
MEBIEEE B o b ER R, HFR G @AM B A E ST, (BT 15 )jsdxjiangjian@126. com,
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FE/INGH At (NSCLC ) 2 4 BR s A OG- 1) 3
BLR N, 40% ~ 50% () NSCLC £ 2% 0K sh 2 ] R B, B
TEWIRIT T SR GEIAYT o Bl 25 Ho 2 A5 2 o5 41 1 591
KA it 8 A HE 1] 2590 00 18 25 A R T B T IR S
FEDR B B NSCLC YR IT Y 22 % 8 Je ol Z2 30 i 1 2
T AT o) 590 3 Ao A1 o) g i A A BRI iR A K T
RIEGUMIRAE R, T EE K NSCLC 58 2 59 M AR 723 (08)
FICHE A A (PFS) 2 (5 1l R o W R M sb T3
& 1(PD — DRI, 8 i BHWrAR P8 T BAR 1(PD - L1)
BRI Ak, a0 I T R B AR R O T, TR R
PEN B R AEDUIIE AR F B AR il R b 2 AR A8 H K 2
il W B4 B ) (NMPA) L, T I Ak 223697 (R AR 1k
7)) —43R97 NSCLC, {H /0 UL H 73K 30 56 X 9114 NSCLC
BE RIS R R T W B ISR A s
WAL 16 T BK Bl 35 PR B NSCLC (11 R 7 R4 A 22 4=
PEIHGELR
1 &BERE5HE
1.1 —&&ER

YANRE : 2220 B2 E B 27 1 12 4 NSCLC., g B
ST g Sl AR A R E bR — R T 4h - Gm AL A% (TNM)
S b — IV b 9 5 3 s 7 6 4% 1 AR K 722 4k
(EGFR) | [a] 28 P4 bk U 88 St (ALK | PRV 80 8 7 - 22
A i S R I (ROS 1) 45 ik R 98 A% 5 5 [ A 8 i g P 1
A (ECOG) IR BEIRASPEAT M 04388 1 43 5 BoA w] il Ay
J 98 905 kT 7 RCEA o AR 5T 7 28 3K IR B % = 2 L

o (HEA5 A8 3 LSS 21212056 %5 ) , T f 26
BB IR ANE R .

HEBR AR UE A I LA A g 5 7™ F R L0 i
SRR DI RE RN I D) RE S S S e

95 1911 e 5 43 20 . R FH PASS 11. 00 5 A4EAG B AL A
R EL-B=0.9,a=0.05, BBEEL 15 H
R (DCR) N 87. 0%, X} HRZL B DCR 24 52. 0%, 1155 i
FEA R Ty 70 191, B 9% K 15% , SEPR BT REA Rl 80 4]
Tk B M K 27 B i ke Rk IS B 2021 4F 3 H & 2022 4F
3 A WG By BR 3 K2 K B NSCLC #2380 14, #2 B WL &L

1

LG AL AL RIS BRA , 45 40 191] PR 2 AR 3 — g
BHHE, 2R G 2EE (P> 0.05), HA Al Hebk i
&1,

1.2 7%

X B FR 3 2 1 R 2E ARy il P D & et A X3
W51 T 6MeV X IR YT (RIFRET) , BIK 2. 0 Gy,
BEJE S UK, B 60 ~ 64 Gy [RI I, SR NP ALIT 5 %,
95T WG A TR A i Y VR STV (VIR SE AR 20 4R AT A PR
N 2 M H19990278 , HL A 45 32 1 mL: 10 mg
< % CusHyN,Og 7T > )25 mg / m?, BRIk ES, 56 1 K 50
8 R 5 ML S W (VLR B AR 2 ML A A A BR 2 W), [ 24 0
¥ H20040813, HLA% 4557 6 mL: 30 mg) 30 mg / m?,
Bk GF, 81 REH 4 R D21 d LR, SE3RT7
44 FE

WLGEZH B AR X BRZIB YT i b 1 22 B 8 Je ik
G AR A AP 45 T ER MR L B R e e (IE R RIE 2
B2 R A7 RN W], [ 24 1 7 H20180004 , KiAK A B i
12 mg < % CpyH,,FN, 0431 > ) 12 mg, T 225 1 1R,
H 1, 21 d2 1A, 33697 44 JR 0 15 i R B
PO S R MNAF IR AE I 256 FRA w) B 25
S20180016, KL A% 4y 4F 37 100 mg: 10 mL) 200 mg/ m?,
BB L 2B 1RO R 21 RO LA R, R 44
1.3 MZEIEIRSTHHIEIRHE

WLEEHE R 1) IR AR 5 o 430 SR S B IR YT I
THIT 4 RS B K 4% 3 mL, A TR, R
YRR ] S B 2 S 0 RS 400 77 3 028 )5 min, 2R
P T EEX 2 WA I 38965 G 00 1 785 9 IR B S (CEA ) B2
Pl 125 (CA125) 401 £ o 2 11 19 Jr Bebi it 21 - 1
(CYFRA21 - 1) , &M &% 4 FC Multiskan BYEEFRY (32
[ Thermo 2 A ) o 2) Az 1 ottt . SR FH RK U 5 Y 55 5 0R
7202 (EORTC) A= 105 ot 2 00 07 3 [ A 306 o i ) A5 A%
LA (QLQ — C30) Al & FH 4 (QLQ — LC13) 14
TR IR TT AT IRIT 44 JE 5 A9 AR 76 i Hod
QLQ - C30 L IRIRTIIRE fA (T BE NI DI BE 17 &)

FMARE—RARLE (n =40)

Tab.1 Comparison of the patients’ general data between the two groups (n =40)

i :Hé PEA] BB L B LR (%)] TNM 4[4 (%) ] ECOG Ak AR &35 41(%) ]
(Xzs,%)  (B/%4)  [4(%)] B B I 4 Va# Vb4 0% 15
MBA 65.02£9.03 26/ 14 29(72.50)  29(72.50)  11(27.50)  21(52.50)  12(30.00)  7(17.50) 19(47.50) 21(52.50)
MEL 64.38£9.15 28/12 28(70.00)  27(67.50)  13(32.50)  23(57.50)  11(27.50)  6(15.00) 17(42.50) 23(57.50)
tl 1A 0.315 0.228 0. 061 0.238 0.211 0.202
PH 0.754 0.633 0. 805 0.626 0. 900 0.653

A TNM B3I — A8 — RAEEHS 5 A, ECOG 3 £ B A 3RM B H1E4,

Note:TNM refers to tumor — lymph node — distant metastasis; ECOG refers to the Eastern Cooperative Oncology Group.
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e AL TEE, S 3AERE R (= KN GO
) F1 6 AN PRI (AR IR HI B AR R RS (2 UF
RIXE) s QLQ — LC13 A FE AR K I | T s 99 7%
MR PRI XE T SR B & T T B8 SRR At R
A AL 1025 B o VP40 0y, 28 W1 AR 38 A 00 Joa ot B
110 3) N RN o T 3% R A R TR T 3 TR B R
211 O A N1 AN R A BN = N 7 B = N VA @ 2 INNL S
) YL AR O RN (il R R M RN | g i
Wi 98 ) A BN & A I I AR BE KT 259 2k
5 2R RN AR ) S IR R RO AT A
sk M K UL BN BRI &AL . 4) BT i
NSCLC f8 35 & 432 s B U7 A 112 6 4, 802 2023
AR 3 B AN A INE R TS ThRe bR R
W # CT B¢ MRI, 4> B B AR S5 10 5% PFS A1 OS. Hirr,
PFS & SR 12 2 Mg 52 % 1 it J sl B 7 8 1B R], O0S
FE XN B AT B RE VA L]

ST RCHNE RIT 4 RIS 278 SARIE T RO
FRifE(RECIST) 1. 1 RRSEAR MRS 7 RbR O PPN Y7L 58
SRR (CR) , IR kL 58 4208 2% s 58 0 & f# (PR) , BT A5
AL bR kR B LA R RGN AR T 30% 5 B B
7E (SD) , 4T PR RIS SK #E Jig (PD) 2Z [6] ; PD, fir Al &
B kL ELAR 22 RN ) S5/ MESE IANIE T 20% 51 305
%1:.DCR = CR + PR + SD, % MZf# % (ORR) = CR + PR,
1.4 SitFELIE

K FH SPSS 25. 00 Gt 43401 R PORHL X £ 5
TR AT ORI s THECTER AR (%) 2R AT PR 58 o R H]
Kaplan — Meier K % Fl Log — rank & 56 b 3 A= 4715 0 o
P<0.05 AESAGIEE L,

2 #R
2.1 I&KRITH

MEEZH ORR I DCR 410 35 5 TXTBRZH (P < 0. 05) .
k2,
2.2 ARER

X HE 2 A A s i/ INBR s/ 4% 2 631, AL
Wi JERGeA 3451, 0 8 91 5 AR AH e A A A L 5 3]

x2 WARERKTRLER[F](%),n=40]

Tab.2 Comparison of clinical efficacy between the two groups
[case (%) ,n=40]

A CR PR SD PD ORR DCR

B4 3(7.50)  12(30.00) 6(15.00) 19(47.50) 15(37.50) 21(52.50)
WEA 12(30.00) 17(42.50) 5(12.50)  6(15.00) 29(72.50) 34(85.00)
Y1i 9.899 9.833
P 0.002 0.002

114N 01 Al X 1 R I U 37 SR S S L I T

PERA T 58 I EAH I B R 4% 14 AL I S LA A

RSB A A A LTI 35 22 5+ (P > 0. 05) IR 3,
R®3 WMABENMRRUERRERZEER LR 5](%) n = 40]

Tab.3 Comparison of incidence of grade Il and above adverse

reactions between the two groups [case (%) ,n =40]

an ERA R IRA K BE At

B R A

ABa 7(17.50)  11(27.50)  3(7.50) 0(0) 21(52.50)
WAL 8(20.00)  12(30.00)  3(7.50) 2(5.00) 25(62.50)
P! 0.818
P 0. 366

2.3 PhEFREYIKE

IBITIE , AL R OIS CEA,CA125,CYFRA21 - 1
IR B TR IRAL(P < 0. 05) TR WL 4.
2.4 EFERE

BT A, MEEA B 1Y QLQ - C30 A1 QLQ - LC13
P R TR (P <0.05) TR S,
2.5 HBER

H i BT 15 H (12 ~ 24D ), 35 3 49, Hirp
MELALIS T 1], %oF HR 41 4% 37 2 491 S 4L TP 2 PES O
6. 9N, L 0SH 12, 64 H s KRR PFS 4. 3101,
H37 0SH 8. 94 H g i PFS FHR 7 OS Fif ] 1 {2
FRTXIRZH (Log — rank )2 = 13. 760,31. 830,P < 0. 05).
UL,
3 itig

1/ 3 8 NSCLC f8 35 HA A §8 1] 1) 9K 3l B R 52 7%
H /B 6 Y7 O 22 LAART S LAk BCCA Bt am A A ik i e
[ I s IR T A 0 R B R e S 2 SN L

®4 WMAREQTHEMEREYKFLLR(X £5,n=40)

Tab.4 Comparison of tumor markers between the two groups before and after treatment (n =40)

CEA(ng/mL)
) 2

CA125(U/mL)

CYFRA21 - 1(ng/mL)

B B t1E P B

B e P

BT BRE i P

L 49.35+6.29 21.65+4.32 22.959 0.000 70.95+10.45 59.35+6.75

MA 49.72+6.08 17.02+3.24 30.019 0.000 70.15+9.85
1 0.267 5.423 0.352
P1E 0.790 0. 000 0.726

5.897 0.000 65.32+10.49 22.46+6.17 22.274 0.000

51.26+4.27 11.128 0.000 65.08 +11.26 17.85+4.32 24.768 0.000
6. 406
0. 000

0.099 3.871
0.922 0. 000
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®5 WHEBERTHREETRELE (X +5,5,n=40)

Tab.5 Comparison of quality of life between the two groups before and after treatment (X = s,point,n = 40)

QLQ - C303F 5

QLQ - LC13 7%

AL T ey i PiA e Py i PiA
bl 56.92 + 10. 24 82.35+12.89 9.770 0. 000 60.35+8. 14 78.12 + 12. 37 7.590 0. 000
LA LR 56.11+9.36 89.65+13.54 12. 887 0. 000 59.87 +8.03 85.07 £ 10. 16 12. 307 0. 000
t1h 0. 369 2.470 0. 266 2.746
PAE 0.713 0.016 0.791 0. 008

R il TR AN A GE TR AL , (LG T, e 2 S i ikt , 5+
e FHARIT R PD — L4 ) AT 3@ o BT PD - 1/ PD - L1

D 3 {6 SHe H I G 58 A0 R Ak, A S e e A T R e B

50 i, PD — 140 i 550 2R 285 sl 36 G AT 36 T 6 5 NSCLC
Y 5 8 I R, B IR K T NSCLC B E 1Y

0S M PFS, 4 NSCLC L& MR A inyr it T 2 3%

0 I FEN7T - (23 ) 2 — 4 AT A SR BR 2 14 G,
A (TgG,) S sa YL, T RE S PEHbES & A PD - 1, IR A3

M PD - 15 PD - L1 AR P HEAET-Fl iR 2(PD - 1.2)

AR | %
100 —p -~ -1

— X
- gl

50

1 AAFHS R/ F
30

A RtEABY B RALH
E1 FARETHREGPMBETHEGTHS
A.PFS B.O0OS

Fig.1 Survival curves of PFS and OS in the two groups
L8 A B 1) 254, o] T IR B M 5 R R A A
S PR A A AL, R ET e e RBARJE S
Yy ELA T A e PR RN I A B AR M - 1 iR AT
Ik SO A L PR A2 A2 S T 3 Janus VAR /RS
U S 5 B SRV AR o A B AL T 0 9o 200 B
R ZE MRS — T REHL S | MG R s, %2
B e AT HE K il g R 3 B PFS R OS, H. 2 &I A/E A AT
3] e B Je —E3R YT AN 32 3K ) 3 PR 94 11 e 1A
NSCLCHJ ORR N 56%,DCR k1 70%, 3 PFS k4. 0 H ,
H7 0S 7 9. 04 H I BT, 2% B e B G AT fa
TBIT B R 36 W AE R 221 J v, S NSCLC 1R 97 42
HETE Z ] Be LS A AR G ARy, B )R T B RS
HEAL AR AL, JEKC T 3K 30 56 P B NSCLC i 5 iy 4R
FEIFTH]

PD — 12 T itk [ 48 A 5% 1A 8 L 1) B 2 40 i X5,
PD — L1 7535 PE I 20 i R i ok 363k, 5 PD - 1 456540

FIZEA BTN AR A R 2 Fy T K e 4l Tk
YA LG 5 T AL B S LA R S g T RE ) — 0
T Jeh i g 40w e B M R iR NSCLC R BB ML OUE | T
Il PR Y, WL EE 2 45 715 2tk ) B 36 45 5 il 2 F
IR 25 IRT X B ZH 25 T e BRI A 4 92 il € A4
G A yr 00 g5 R R AR AL R P L PFS
8.9MH, WHFERKTXIRAAYS5. 04~ H ;ORR H 51. 9%,
3 T MR 29. 8% T K LA AN R g & A=
B 61. 7%, 5 % R 14 58. 8% F >4, CHU ZE 2V 4214 i
IR AE iR BB A ) B e — IR T Bk TR VIR
F B / CEIV I NSCLC 35 B 2 i i S 5l & A= A1)
FEZHITEE , ORR J 72. 7%, DCR Jy 100. 0% , 147 PFS
FASAA, MK KL FIRIFH A R F R ERN
54. 5%,

BB Je WA A R SR [R5 AT VR T Ok B A
PRI B4 NSCLC A9 38 20 WL AT 45 S s , AR ¥R
J7 J5 1 ORR A DCR 4 5 25 /55 T X AL, i PFS F1 OS
P K X4, 3% CEA, CA125, CYFRA21 - 17K
S F AR T R4, QLQ - €30 F11 QLQ - LC13 PE4>
P80 35 T IR, R B e A A ]
A AT T 4 v B sl 3 R B NSCLC Il R Y7 5%, B
RCHR S I3 IR bR AR KO G AR T T 6, I8 4K PFS
FTOS BT S, g D28 G P45 5 1 45 1l ) A4 B AR
xR e S 2, i e 200 e 00 ) G 2 AN O S 4 ek
& 5 I 200 R 8 P T 9 L A U 41 ) 4 e
G E T Tk 0 L 2 bR AL L A3 I SR B I R PR T
AR A b o A AR 5 R, IR 3R 0 2 S i 4 iR i &
Jib R 20 27 ) T B AR B AR I AT Bh T R N T A
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