AEFELFTEREE PD-1 BHigyr
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(1.8 & BE2EBe s = MHB E Bt , W/ # £ 453003 ;
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W OE.HM] BIFTAEF &L B IEEE PD-1 S50IA 7 e W 3E /N 41 g il 98 (non-small cell
lung cancer, NSCLC) 7 UM % x4t o [ ik ] [l o A AS [) 551 o %2 2 8 Je (8 .10 1 12 mg, 1
W R 2 8 45 1 8BS PD-1 ST fE S 48 DL IR YT 69 i B 1] NSCLC Y7 850 R4 4
o SRS b AL 4 . JCUE B A A7 W (progression-free survival ,PFS) | &1 4 771 (overall survival,
0S) . % M ZZ fi# % (objective response rate, ORR) %5 95 4% il % (disease control rate, DCR) 1% 4
Ph, [E58 ] BARF 2P e 4] (8 5 10 mg) HA H# #L f 41 (12 mg) AL ) PFS(NR vs
10.3 4~ H ,HR=0.43,95%C1:0.202~0.929, P=0.024) fil OS(NR vs 19.0 4~ H ,HR=0.33,95%Cl:
0.108~0.980, P=0.045) , A% &% X % e ik & PD-1 H.450 4 ORR \DCR Fl¥ 5 i J'€ % ( pro-
gressive disease rate,PDR )43 3|4 37.5% (15/40) .85.0% (34/40) F1 15.0% (6/40) , i 7] & 41
75 A 20.7%(6/29) .62.1% (18/29) F1 37.9% (11/29) (x>=1.67,P=0.196;x*=6.10, P=0.014; *=
4.76,P=0.029), AN K N7, 5 HE R AR, AR i T R ZE AR (7.5% vs 10.3%)
U L (5.0% vs 10.3%) 109 K A 3RS  H 22 S WA Gl X, (4518 ] BRI &2 P& e
5 PD-1 BAHUHE & T2l DL LR YT MR ] NSCLC HAT B4R 1 7 3 2

F AR < AN R 2 2R TR A A SRR T AR ek
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Efficacy and Safety of Different Doses of Anlotinib Combined
with PD-1 Monoclonal Antibody in Treatment of Non-Small

Cell Lung Cancer

LIU Yu-ging', YUAN Shu-min?, QI Xiao-xing', CHEN Lu', TANG Xian-ce?,
GUO Lan-wei?

(1. The Third Affiliated Hospital of Xinxiang Medical College , Xinxiang 453003, China; 2. The
Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou
450008, China)

Abstract ; [ Objective ] To investigate the efficacy and safety of different doses of Anlotinib com-
bined with PD-1 monoclonal antibody in the treatment of advanced non-small cell lung cancer

(NSCLC). [Methods] Sixty-nine patients with advanced NSCLC who received different doses of

Anlotinib (8, 10 and 12 mg qd for 2 weeks with one-week interval) combined with PD-1 mono-
clonal antibody as a second-line or above treatment were included in the analysis. The outcome
measures included progression-free survival (PFS), overall survival (OS), objective response rate
(ORR), disease control rate (DCR) and safety. [Results] The lower dose group (8 or 10 mg) had
better PFS (NR vs 10.3 months, HR=0.43, 95%CI.:0.202~0.929, P=0.024) and OS (NR vs 19.0
months, HR=0.33, 95%CI: 0.108~0.980, P=0.045) than the conventional dose group (12 mg).
The ORR, DCR and disease progression rate (PDR) of lower dose Anlotinib combined with PD-1
monoclonal antibody were 37.5%(15/40), 85.0%(34/40) and 15.0%(6/40), respectively, and those
in conventional dose group were 20.7%(6/29), 62.1%(18/29) and 37.9%(11/29), respectively(x’=
1.67, P=0.196; x*=6.10, P=0.014; x*=4.76, P=0.029). The incidence of hand foot syndrome(7.5% vs
10.3%) and hypertension (5.0% vs 10.3%) in the lower dose group had a decreasing trend, but
there was no significant difference between two groups. [Conclusion] Lower dose of Anlotinib
combined with PD-1 monoclonal antibody is effective and safe in the treatment of advanced NSCLC.
Subject words: non-small cell lung cancer; Anlotinib; immune checkpoint inhibitors; efficacy;
safety
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LXK E S PD-1 Fgt 34 © AR B T e 3 il
P BIRYT SR B RO A R Rt i R
BRI LA S e T A 2 B e L
K& ALHE 8 .10 Fll 12 mg 3t 3 Ffr | 5 B (4 T i o7
R R S IE ARG BT R AR LA R
Z B ) (12 mg) Z X e 5 PD-1 Sp
SR, I A A9 1 s B AR ) 42 2 % Je (8/10 mg) il
PD-1 B4 AR B B AP i 97 8O 32 450, 1
H X% e L2 Blih 2 Je 540 PD-L1 HHt k]
10 (15 B =7 N B G A T = =T =Bl B P o oy 4 €
W, TE3G S S 5 VR T U IR 7 R0 T B i A8 AR 24
WA AR 522 0 T ) BB S AL . Sk — 20 Th AR
7] g A R R A 2 B R JE X PD-1 BT HE B 5 )
AW FE 4B T AR 5 (8/10 mg) A L 2 (12 mg)
LR JCH A PD-1 B4 AE 4 X UL BiRyr AR /N
Jid Jili 9 (non-small cell lung cancer,NSCLC) & # H
ST RN 2

1 #ABETE

11—

ARG — I BUBERFE 208 18I
SERE MR EEBE 2019 4F 1 A 2 2020 4F 12 7 W8] 4%
ZEBF WG PD-1 HhifE o e L Bk
I I NSCLC 83 17 ROR 2 4 W A bR i
5 28 20 2127 BN~ TR 52 A I 3 NSCLC | 38 [ R 7R
Ji 98 B AE 21 (Eastern Cooperative Oncology Group,
ECOG)PFI1 2 0~2 53 T 2> 4 A W R 22 5 5
JEHEA PD-1 BA7IRTT o AW ST KR R B Jes i e
B= e {2 B 2% 0% A HE (2 3H5-:2019093)

W22 JE F A DR AR 20 (R B4 (8/10 mg)
SRR (12 mg) o WO B PR AR (<65 %
=65 %) ECOG P4 (0~1 20 H1 2 73 )  WEAE I A
(WAL ) JRYr2es( 2 LM 2 4D )|
2 G Pl w0 0 S 45 R (i B I ) 2
I RADIRZS (R TERALE ARMRAL ) Fe 7% 4 T AL
H (<3 F1=3) A TR 505 B o PUIL/ RS ik
4 ffg Lt {H (platelet-to-lymphocyte ratio, PLR) # ¥ {H
U, 43 A AR PLR 7K -2 Rl PLR 7K P28 5 L
PR 20 A R 76K I 48 B L (B (neutrophil-to-lymphocyte
ratio, NLR ) #¢ W (B 4 i, 73 29 6 NLR K- 2 2
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NLR /KP4,
1.2 aFAK

AR B IR AOAT I H R BRI RE R 2D
AE BT TR BR DI RE O v R4 A oA A 25 1 R
Y TCH S, A BE AR AR A8 S L e 4 810 B
12 mg ZH e, M 2 4 45 1 6 [l PD-1
Pt A ORISR s BT 26 00 AT B A [ (Pem-
brolizumab 2 mg/kg,Sintilimab 3 mg/kg, Tislelizumab
200 mg/YX , Toripalimab 3 mg/kg,Nivolumab 3 mg/kg) ,
H 7 Pembrolizumab . Sintilimab . Tislelizumab 3 A
M H 1 ¥, Toripalimab Nivolumab % 2 J& 5% 3 J& i H
1R BT 2 AN B8 iR 7 PR 1 9T AL
1.3 W RASFRFTEM KRR

TE2E % B kG PD-1 Hugiifeyr Wa), 4 2 44
W4T CT B MRI K3 Ar , 53677 AT R BORNEAT X 1L
M5 RECIST 1.1 #p ) B PPAf AR o) 52 97 2807, AL
$6 58 2% % (complete regression,CR) ., #B 73 2% fift
(partial regression,PR) . ¥ FaE (stable disease,
SD) 1% 1 Ji (progression-disease , PD ), MEEFE b5
£ 45 To i J& A2 A7 W (progression-free survival ,PFS) ,
E SCRMIRST TT 6 B B0 55 950 1 Ji B AT o] 5t
S A FE T ] B AR R (overall survival,0S),
FE SO MIT UG 8 42 2 R k& PD-1 B tiRyT 2
BT BB e — U B 5 A B ] 5 2 0 2% f# % (objective
response rate, ORR) A XJ {697 A 58 4 5 &8 70 KL L
(CR+PR) 1Y 2 & b ] ; 9 0 5 il K (disease control
rate, DCR) N X6 7 A7 58 42 80 3 52 5l 2 0 15 A
5E (CR+PR+SD) ) #8314

AR F A (adverse events, AEs) A 7328 B /g i
SRR 5 ] =] ST S W9 i AN R S5 R 1 o
(CTCAE)5.0 hZ",
14 B 5

BE DT 75 AL AR 112 50 P A ], #8k [E]
92020 4F 12 H 11 B, A A7 BE VT ] O 19.0 (1.3~
2200 H o TR BT T A RBEDT , BE DT ] 25
WFATIA 2L PD 114 58 2 BRI )3 5%
1.5 SGits4bE

Beit 3 Mk IBM SPSS Statistics (FA 21)
K H Kaplan-Meier 73 #7345 PFS . 0S fli it{H . 447
K AR DL 95% F AR XA (CL), 2 ) He R A
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2 7 R
21 BEFIE

HAH 69 i NSCLC &5 17 20 4 A JH I
LR e WA PD-1 BHTiByT o B PD-1 Hagifp
254045 11 ] Pembrolizumab,3 % Nivolumab,39 i
Sintilimab, 15 ] Toripalimab F1 1 i Tislelizumab

AR i % % B Je B A PD-1 B4t 4l 40 ),
B 28 B Lotk 12 ], A AR IS 60(39~88) %
L L B R B A PD-1 BAbTd 29 ), Horp B
PE 22 1] Atk 7 1, AR 60(30~77) % . W4 I
RTERM RGO s S A PR R
£ H NLR 7K°F PLR /KF- 2 15 B A i 5 78 45 25
TGt 3 (P 4>0.05), B4l E ECOG ¥4 Flik
ST S A Gt 2% 3 (P 19<0.05) (Table 1),
22 BHIHMHE

HEMANE LT F A PD-1 BHTA A L,
NSCLC f8# #2 52 AN 1 2 B B Je Bk PD-1 5471
HAEALH PFS(NR vs 10.3 4~ H ,HR=0.43,95%CI ;
0.202~0.929, P=0.024) (Figure 1) I KA OS (NR vs
19.0 4~ A ,HR=0.33,95%CI.0.108~0.980, P=0.045)
(Figure 2),

P T CR W6 Bl . AR & 2 % B e Bk &
PD-1 H 4040 1 ORR \DCR 1% 05 F J# %R (progres-
sive disease rate, PDR) %3l & 37.5% (15/40) .85.0%
(34/40) 1 15.0% (6/40), H #LF & % B 8 Je Bk &
PD-1 B350 40 53 % 4 20.7% (6/29) .62.1% (18/29) Fil
37.9% (11/29) (*=1.67,P=0.196;x>=6.10,P=0.014;
X’=4.76,P=0.029) (Figure 3), 5% HLf i %2 # e
BEA AL, BARGN 2 B B Je B A 41 DCR 8
=, PDR 1K,

23 =&H

FEAR RN T AR 2 B Je Bk A PD-1
P T R LEAAE (7.5% vs 10.3% ) F1 5 LK (5.0%
vs 10.3%) & HEZ 0w U it 2 B B R B A PD-1 R
PUAH AR, B ARH A 1 Ik E=3 BARKN,
KL (2.5% ) 3 % BRI AL =3 AN R 2 B,
1 58 1l (3.5%) F1 1 1618 #E4 ] (3.5%) (Table 2)
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Table 1 Comparison of the clinicopathological features
between two groups[n(%)]

Lower dose Conventional

Feature N group dose group  ¥* P
(n=40) (n=29)
Gender
Mal 50 28(70.0 22(75.9
e (70.0) (759 029 0.5
Female 19  12(30.0) 7(24.1)
Age(years old)
<65 42 24(60.0) 18(62.1)
0.03 0.86
=65 27 16(40.0) 11(37.9)
ECOG score
0~1 52 39(97.6 13(44.8
( ) ( ) 25.12 <0.01
2 17 1(2.4) 16(55.2)
Smoking status
Yes 38 25(62.5) 13(44.8)
2.12 0.15
No 31 15(37.5) 16(55.2)
Pathological type
Squamous cell 20 15(37.5) 5(17.2)
Adenocarcinoma 46 23(57.5) 23(79.3) 3.67 0.16
Adenosquamous 3 2(5.0) 1(3.5)
Driver gene
No mutation 31 19(47.5) 12(41.4)
Mutation 24 13(32.5) 11(37.9) 0.29 0.87
Unknown 14 8(20.0) 6(20.7)
Metastatic organ
3 48 26(65.0 22(75.9
< (65.0) (759 04 033
=3 21  14(35.0) 7(24.1)
NLR level
Low 58 36(90.0) 22(75.9)
. 2.48 0.12
High 11 4(10.0) 7(24.1)
PLR level
Low 36 22(55.0) 14(48.3)
. 0.30  0.58
High 33  18(45.0) 15(51.7)
Brain metastasis
Yes 7 4(10.0) 3(10.3)
0.00 0.96
No 62 36(90.0) 26(89.7)
Treatment lines
Second line 17 14(35.0) 3(10.3)
5.50  0.02
Above 52 26(65.0) 26(89.7)

Notes : NLR :neutrophil-to-lymphocyte ratio; PLR : platelet-to-lymphocyte ratio

Yy J2 B R Tz 52— P AR 2GS
i T 10046 ) 9 4 EL A 7R e R R AR A SR, TE
5 PD-1 FTIB & R, BE 0 A A 2 ) Y e
FIEATI AR E . &% e & —Fh s RO 48 N B A
KW FZ K (vascular endothelial growth factor re-
ceptor, VEGFR) #ll il 1], 76 Ilfa PR 28 56 A1 52 s 25 9y
FIRA 8,10 Fl 12 mg 3t 3 FhOR R ALHS A BTS2 45

W, BRGNP R IK G PD-1 Mt & K s

409



Journal of Chinese Oncology,2023,Vol.29,No.5

= Conventional dose

Lower dose

1.00

0.75

0.50

0.25

Progression-free survival

Time (months)

Number at risk :n(%)
41(100) 34(83)
== 28(100) 18(64)

11(27)
7(25)

8(15) 1(2)
5(18) 0(0)

Strata

Figure 1 Comparison of median PFS between lower dose Anlotinib combined
with PD-1 antibody group and conventional dose Anlotinib combined with PD-
1 antibody group in the treatment of NSCLC in the second line or above

Lower dose < Conventional dose
1.00 _|—\_‘_\‘__-I
2 07T
z
= 050 [ s
=
5]
S 025f
P=0.045
0 5 10 15
Time (months)
Number at risk :n(%)
2 40(100) 37(92) 12(30) 6(15) 2(5)
5
= 29(100) 22(76) 7(24) 5(17) 1(3)

Figure 2 Comparison of median OS between lower dose Anlotinib combined
with PD-1 antibody group and conventional dose Anlotinib combined with PD-
1 antibody group in the treatment of NSCLC in the second line or above

B Lower dose

(200 I Conventional dose

Change from baseline(%)

~200 L PP " A aaaaaaaaaaaaag auaaiaiaa

Patients

Figure 3 The largest-change of target lesions in advanced lung cancer in the
lower dose group with Anlotinib combined with PD-1 monoclonal antibody
and conventional dose Anlotinib combined with PD-1 monoclonal antibody

in the treatment of advanced lung cancer in the second line or above

410

223797 NSCLC % H {7 PFS Al OS
¥ & 3K #| ,ORR 1 DCR 4 % A
37.5%F1 85.0% ; i & B L %
FICEA PD-1 BB 37 PFS I
0S 43 %1k 10.3 4~ H 1 19.0 ™~ H ,
ORR #1 DCR 43 4l A 20.7% #
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H A ¥ & M ORR.DCR.PFS A
0S,

BRI, T —F Xt
VEGFR B4 1M 48 A Bl 245 4 Bl iy 4
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2 L B e LT 3 TR S AR
R A BT A R Bk A PD-L1
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Table 2 Treatment-related adverse effects[n(%)]

Group Any grade Grade 1 Grade 2 Grade=3

Lower dose group

Hand foot syndrome 3(7.5) 0 3(7.5) 0
Hypertension 2(5.0) 1(2.5) 0 1(2.5)
Hemoptysis 2(5.0) 0 2(5.0) 0
Abnormal throid function 2(5.0) 0 2(5.0) 0
Diarrhea 1(2.5) 1(2.5) 0 0
Hepatitis 1(2.5) 1(2.5) 0 0
Diarrhea 4(10.0) 2(5.0) 2(5.0) 0
Abnormal liver function 2(5.0) 2(5.0) 0 0
Weak 2(5.0) 0 2(5.0) 0
Oral mucositis 1(2.5) 1(2.5) 0 0
Hyperglycaemia 1(2.5) 1(2.5) 0 0
Conventional group
Hand foot syndrome 3(10.3) 1(3.5) 2(6.9) 0
Hypertension 3(10.3) 0 2(6.9) 1(3.5)
Hemoptysis 2(6.9) 0 2(6.9) 0
Abnormal throid function 2(6.9) 0 2(6.9) 0
Diarrhea 1(3.5) 0 1(3.5) 0
Carditis 1(3.5) 1(3.5) 0 0
Myelosupprission 1(3.5) 0 0 1(35)
Fever 1(3.5) 1(3.5) 0 0

(1 55 BRI A OCAN B RN, L v i ™ O R RO
FREAIEM LT, & RN 11.5%,

ARG A — 5 SRy BRE , A5 LA T L T, 55— A F
G B INREAS 8] B 43 BT, 5 LA AT 5 6 A e R
RORNAS [ R0 s o7 T4, I L 2 2 JEOR [ ) F 5% 22 R 78
NSCLC i3 58 355 1) ¥4 1 HE 36 DR S AR RS W e B 2R T
TARZS AT B E & M T H AL ) VEGF 3697 57
T 255, 55— A 9 0 8 0 191 19 3= B2 o o 2 1 AT 5
WP BEREA PD-1 B EEL 44 HY, ETHRE
FEZIE A IR IT R WG (8 TR 25 0 30 %A 6, Ik,
AAEHERR G 2 HoAb v T7 N Z X BUR IR, 56 = AR HF5E
R 5] 4 22 B B SR A0 45 8 mg Al 10 mg, i TREAS B A R
il A G R T A0 4 BT, 24 5 PD-1 BT IS
FEIGIT I, 8 mg Al 10 mg % B 8 e Z [ )& & H A AN 17
BRI | RN A5 Rk — 2 5T

gf Lk, ARWEIE BOR R R B B B R ECA PD-1 R
PUHA B G RS T RO 4, X NSCLC B35 1
TR R R HBE R S, i — A R B A R R A A
S 25 5 e IR T IR T R AR T K

S % LK
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