[N SN = G E RN S =) 4345 41
- 550 - Journal of Nanjing Medical University (Natural Sciences ) 20234F4 H

< s ARG -
Z T B EEE PD-1 1§ &8 7 & F M HA PR E 2 & BT
UK T T ik B2 24 Pen s B% B9 52 )

£ WL B, ared, s R, KW
VLA e 2 B (Rt AR A2 B i Py I e ) e MBS, Y54 IR IR F I BT, 08 At 210009

[ ZE] B ARRP BB PD-1 HHUTEJCIK S FE R 5848 A9 AT Mo 01 il A8 £ 38— 2RIB)T A AU R 3 Ttk
MR FE N . T35 « 25 T 0K Bl Bk PR 58 725 190 4 A S J0 i Bt 2B 3 458 3 8] 1 WA PR BR BRATC I 3 2 0 R R TR YT, g 2 )]
1 RN E T BB A 22 B R E IR T , R SR PO E 1 ARHESEA TP, B2 Rt B 0 B B P AN TR 32 . SR
FH A L AAGH I £ 5 TE 7 H S /MR T 9 2 200 6 S ) 28 A 175 0 [ ) £ S R R . 5 R AT R I i
1 28.1% , I H R N 87.5% , A A JoiE A AFRS IR 6.2 A o JAYT 2 RIS CD3°.CD4 4 il 7K F- Iz CD4'/CD8 BH
= TIRIT AT, CD8 A /K - AL FIAITRT (P < 0.01) o 8538 : LR A PD-1 SBT3 A7 16 JCUK S FEPH 5828 1) S A il
JidEa R ) IR, TR R Y AL, A K TEHE R AR A O B B TR e T R A v e AR R A R

eI E L TE =
(o8BI ] A/ N ; 2020 B0 2 5 S Be At o J0 Ak 590 5 T bR 2L 240 ot S0
[FESHES] R734.2 [XEktRER] A [XEHS] 1007-4368(2023)04-550-05

doi: 10.7655/NYDXBNS20230415

Efficacy of Anlotinib combined with PD-1 inhibitor in the second-line treatment of elderly
patients with advanced lung adenocarcinoma and its effect on T lymphocyte subsets
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[Abstract] Objective: To investigate the efficacy of Anlotinib combined with PD-1 inhibitor in the second-line treatment of elderly
patients with advanced lung adenocarcinoma without driver gene mutation and its effect on T lymphocyte subsets. Methods: Elderly
patients with advanced lung adenocarcinoma without driver gene mutation were given Pembrolizumab q3w combined with Anlotinib, or
Nivolumab q2w combined with Anlotinib. The efficacy was evaluated by response evaluation criteria in solid tumors (RECIST) 1.1 until
the patient had disease progression or treatment intolerance. The changes of T lymphocyte subsets in peripheral blood before and after
treatment were detected by flow cytometry, and the adverse reactions were monitored. Results: The objective remission rate was 28.1%
and the disease control rate was 87.5%. The overall median progression free survival was 6.2 months. After two cycles of treatment, the
levels of CD3",CD4", CD4/CD8" were significantly higher than those before treatment, and the levels of CD8" cells were significantly
lower than those before treatment (P < 0.01). Conclusion: In the second-line treatment of elderly patients with lung adenocarcinoma
without driver gene mutation, Anlotinib combined with PD -1 immunotherapy can improve the short - term efficacy, prolong the
progression free survival, help the recovery of immune function and improve the quality of life, which has a good prospect in clinical
application.
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Jit P e e ] 2 23 e v AR A B RE 2 — L R/
2 Jf9 i %% (non-small cell lung cancer, NSCLC ) J& fiffi
P i WL RY , HorP R 2 o 54.7% . TR
ZRUBHE AL C AR TR I AL FE 7% 2 TR L
o BERBEAR ., DRBRFEARIET-EH-1
(programmed cell death protein-1,PD-1 ) PR PR
AR 3R B E A A a5 7] (immune checkpoint
inhibitor, ICI) AT g E 4 A T RCRIF4E [ /R
3] (overall survival,, 0S) , & A 3K 30 3 K] BH 14 i
M BT R R —

I #7 1if5 PR 3 56 CheckMate-017 ' | CheckMate -
057"} CheckMate-078" B} 5¥ 45 2 fiL 7 , 7E NSCLC
ZZIRIT R AR JC AU 2 U Al B T R AR
0S 2134, R AL AL % MZE i 4 (objective
response rate, ORR) 24 17%~20% , {8 Jo ¥t Ji& 4= A7
(progression free survival , PFS)3R#5 AN — . UM
IES W) — 2 B 2R T H I I JC R A B BEAIL X AR
s PRAFSE . Bpoph i FH PD-1 BA 5 BB A i i 4% 4
BLESY), SR ORR RN PFS AT, R 5407 ICG
. 2 EHE 2 BIFZ AR DI 42, MLt
XL FEARITRCR K AE . I, & T8 47 1
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Py PD-1 FAHTI S AT AR I S8 20 i 2 ), 14
2 I ER = SRR | OS5 IR S B TR A DA T 5 25 e
TEIRAE" R R — T E P 0 B PN R
JCZ5 ), 308 A 17 N B AR A PR 32 A4 (vasceular
endothelial growth factor receptor, VEGFR) 1-3 | IfilL./>
M AT A A2 K R F 32 4K (platelet-derived growth factor
receptor, PDGFR) o, PDGFR B3I ] b8 1L 45 A= g™ o
PR B e 5 PD-1 g5 18 FH AT RE & AR 11
BIT Il HR , AR RSl PR ] e 1) 2 4 it s
SR T R S A i R ARG

T 4K L2 200 IV 2 7K P2 A0 i S e D RE R i 4
bro BAELEESIFRIEREIRT , S HBUM R
iR, 2D BRI Y AR R SR il
G ] 1 A 5 240 i 50 25 A8 AR 0 A A W R S T
RE VAl A UG 5w, B S I R is I,
8 HATAHOCHESE AN 2 o

BT, AT o3 M2 2 % Je Bk 5 PD-1 400}

TG BIR Bl 35 PR 5 A8 1) S A il i J A 2R A
RO A, KO A i T bk EL 40 /K~ 52
VTSI S0 ARl R B R O R (L

1 X&FMAE

L1 %

4 2018 4F- 10 H—20204F 6 H 75 5 EERFK
27 B T8 I IR 2 Bt 422 52 — 3R T 1Y) 2 A 66 S0 i i o
AR, AP ER R
SIEUE, T A AR E B G R E A . AR
%2 L2 52 NSCLC HL359 0 it , 6 i A K
F 521K (epidermal growth factor receptor, EGFR) |
] 7% P4 bk EL 988 3% B (anaplastic lymphoma kinase,
ALK) ZFBR B HE R I ; @4 A8 ik S B Ak e
% @B H =654 ; BRI 12325 1 #idkyT , O
HAR$EZ 58 PD-1 gt Jo/s 2 5 Je 09T ;s @Il
R AT IR IT AR s ©17 AR TE 4 (Karnofsky
performance score, KPS)=70%) s COME SRR T RO
Hr #5 ME (response evaluation criteria in solid tumors,
RECIST) 1.1 R B Ol if, BoA7 220 14> nl
skl HEER AR - O5 IF HAEE R s @ R
ARG B AT IR YT BURAT e R G
i s QEA T E il S RS RN A
@HRA " ERANN ; ORI 4, TTIEREVI#
1.2 Fi&k
12.1 #®HFH5%E

AHEFEAE B PD-1 PR A4 - 40 iR T Ft
CH B SEHE 5t £ T, 36, 3 me/kg, #f ki,
2 8 LU WA 2R B CBRVD AR A W), 6, LA
100 mg/4 mL, 200 mg, # K, &3 8 1K) . #hR
LR E (G mWEIERKIE A A, LS 12 mg/ R E
10 mg/KL 5l 8 me/ i, 1K/, IR 2 F45 IR 1 7], 4
3 LR)IGST o A1 HE I, S (kT 28 5 o 3R
3EL 4 HA R, T 2 B e 1 IR s =T
— AR, AR IR R 12 mg/d B TR R
10 mg/d, 55 2 K TR 2 8 me/d, 4 3 A5 IEIG YT s 45
BRI 10 mg/d, 55 10T I8 2 8 mg/d , 55 2 K15
1EIRYT s ARG RN 8 mg/d, WIS 1 R 1R3RYT
1.2.2 75 %R0

2 AT B s KA HRAE RECIST 1.1 b
Al R IT R« 5 42 2% fi#t (complete remission, CR) |
W 5 (partial remission, PR) . g k2 5E (stable
disease, SD) . ¥ % iF & (progressive disease, PD)
ORR & X} (CR+PR)/(CR+PR+SD+ PD)x100% ; 5
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I 15 il 2% (disease control rate, DCR) & X A (CR+
PR+SD)/(CR+PR+SD+PD)x100%, PFS 7 LA MIFF
LG AH ] PD-1 SRR &2 28 Je iRy 3 PD B T2 1Y
IRFIE]
123 RRBR

TR YT W] SR AT I AR Al AR AR T
AE O LB O LG A A DA AN RSN 5 AN R F
A PEA R HIAS B SO AR 5 FR HE (common terminology
criteria for adverse events, CTCAE)5.0 it
1.2.4  THHE 40 e B

FHEIRITHT 1 R K 2AFABBIT e R —
Jtz 10 £, TR (ethylene diamine tetra acetic, EDTA) % >k
EFRIK A MARAS , 1 h NS, SR it A0 B AR A
D240 0 J LT 96 2 400 B A 2 Ak, €045 CD3°
CD4" .CD8' 4L (i 73 L, IF31H5E CD4/CD8 K-
1.2.5 [y

R AT AR 2 2021 4F 6 |, DL E IR
T R AR N BEDT 2 s i, TP Sz BE D Ta] 8 S H
13 “itsrk

K H Excel FPF S A B , K HI SPSS 22.0 #E4T
Gt ot . R E R 22 (3 + ) FORTTE
BERHTE 2 [n (%) 3R THECFORL, AR TRIXS L
KA ST o K3, 2H PRVR T IS X B SR I BE X ¢ A
Ko P<0.05 HZEFAGIHFRE

2 # R

2.1 A&

2018 4 10 H —20204F- 6 H , 37 32 il NSCLC
BENAARMTE . BA TR 73.8 %, P AF
1473 % . 2511 (78.1% ) 835 16 A HLH) KPS TF53h
80 43, 7 1911 (21.8% ) f& # 75 A 41 B /) KPS 343
7041, ANAMHERLEH 51(15.6%) . 4451(12.5%) B3
AYFE R PESET B A 1 (programmed cell death ligand 1,
PD-L1) B e 5343 (tumor proportion score, TPS ) {5
F50% 56 11 (18.8% )X T 1% 5 13 141 (40.6% ) ) TPS
PEIME 195 49% 59 191 (28.1% ) A F1 PD-L1 TPS, &
W2 12 mg &% B e F w1y B FH N 17 4l
(53.1%) ; 332 10 mg % B B Je | & (1) f 350 11 )
(34.4% ) , 3% 8 mg &% B Je F 1 1 & K 4 4l
(12.5%)

22 MARSTE

011 (0% ) £ 3% 35715 CR; 9 1] (28.1% ) £ 3 3k 15
PR; 19141 (59.4% ) .34 Jy SD; 4 4 (12.5% ) He & i 1
JERE. ORR 4 28.1%,DCR } 87.5%, A H i PFS

H62MH o X5 BN RS A AT A,

RLPFS ]y 3.9, Jolik% 4% B 6L PFS 29 10.1 4

H, MAZERAFAEGITAE (P <0.05,%1).

R1 RFEREE PD-1IEIF 2677 & £ 1% ARl R
HIIEHAT R

Table 1 Short term efficacy of Anlotinib combined with

PD - 1 inhibitor in the treatment of advanced

lung adenocarcinoma in the elderly

IR %5 (%)
CR 0(0)

PR 9(28.1)
SD 19(59.4)
PD 4(12.5)
ORR 9(28.1)
DCR 28(87.5)

23 RRRE

R WL 1~2 O B4 i s (15732,
46.8% ) . Z 11 (12/32,37.5% ) M & & F k% (10/32,
312% ) o At 1~2 A B4R K% (8132,
25.0%) . % (7/32,21.9%) S%0(6/32,18.8%)
FFIIRE S0 (4/32,12.5%) o 3~4 B R FA1F R
35 (5132, 15.6% ) | o L & (4/32,12.5% ) |\ 1 B2 5t 97
(3/32,9.4%) . FERLZ2VERLF(R2),

F2 BITHEXAR R
Table 2 Treatment-related adverse events

[n(%)]

AR 1~24% 3~4 %%
R LR 15(46.8) 4(12.5)
z 12(37.5) 0(0)
BRI 10(31.2) 0(0)
W 6(18.8) 0(0)
JFofesw 4(12.5) 0(0)
22 8(25.0) 5(15.6)
H 57 7(21.9) 3(9.4)

24 THE@migLEE

1697 2 WG CD3* .CD4" . CD4"/CD8* il g /K *F-
B 5 5 TR 7 A, CD8 4 At /K SF- B WA T35 7 /i
(P<0.01,%3),

303 i

A PD-1 i S AR 32 0 iR G e 167 4 R b kg
35T NSCLC FRE 4 Ry , Bl —2 NSCLCIRYT T %
W —Pr o (HRAE N & E =2 112, SR PD-1 R
PUFENSCLC B3 TP IR RCRA R . R, andfar i



43455 4 1) 2 B AT O, S B CERS PD-1 I ) T LA 7 AR I IR R TRk
2023474 J FeRS Ttk AU AE RS20 () . B st BE R 22 i (A SRR , 2023,43(04) : 550-554  + 553 -
F3 BITHIESNE itk B4 R A bk 5E
Table 3 Comparison of peripheral blood lymphocyte subsets before and after treatment (x£5)
T bk U 20 M R IBJTHI IRYT 2 WA t1H P{E
CD3"(%) 67.88 £3.96 75.80 £2.34 6.032 <0.01
CD4" (%) 42.18 £2.27 49.80 + 2.30 5.647 <0.01
CD8 (%) 24.28 + 1.99 18.53 +1.79 -5.642 <0.01
CDh4'/CD8" 1.74 £ 0.11 271 +£0.33 6.039 <0.01

A 2R RS R 25 I, DN 42 1 e 23R
7 Y7 RO AR IR A S

SEAAIER G TR YT 11 JRy B 4 7 IR A a5
ZFh G E D B A S . BT SE Bow , IE
N 2 A= K A F (vascular endothelial growth factor,
VEGF)-VEGFR {55 5 38 {6 52 B 306 7] 38 2 310 i 41
Jof T 285 43— 1 LI A 200 B R B 0 -1 s
L HEA ) G g2 20 B 1) JYboE ) i, 2 5 IR e e
il AN, VEGE 348 AT 3 A8 344 5 G 2 490 il 240 it P
FUTH AR -10 S ik E K HF-B, 158 CDS' T
JHR EEL 200 J6 v o0 ) 1 A A e PD- 1 40 EE M T bk
EEL 200 i AH 6 B 1 4 10 635 L 309 i 46 Sk R 174 1 71
P 200 R Y M T A0 R R AR 2R A i
TR EEY S DR I B T A B8 LE 5 AR i B il A A=
B P RESE = S iR TR . P VEGFR2 254
5 PD-1 ST A 1A YT nT AL s 1 48 1E H fE 9T
S A N B AR K, E— 2D e TR I B R B
ZARME S ARV AN IR i AE Y shd
SEgR IR ST, FE AR/ B 3T VEGFR HTiA
AIFEAR CD8 T bR EL4IHE 1 PD-1 B3R FEfilida
/NERABE TR v 22 5 85 Je i UE BH AT A TE 1 AR R A A
i VLT P A O I 4 AR 2 bR A0 L ) 920
Z 5 W e e ORBE 1 Y sk e i A 5 2
SN BT A AR R YT A PD -1 FRETIR YT I
NSCLC #2487 785 i B S 15

TE KA R BT KEYNOTE-001 77, — 2% g
fdt FHBE 9 R 2R BAHT 9 ORR 4 19.0% , W3 PFS Ky 3.7
AR AR PD-1 AP A 7 B B e R
I7 TCHR By e [R] 5 748 1) 2 AF WG S0 Il A AR . &5
278 ORR 4 28.1% , DCR 4 87.5% , " {3 PFS 24 6.2
MA T 2 PD-1 259974, HALKI T B4
TR e A T MR S RE RO . SR R, KB
JE AT I LA PN B2 A0 PD-11 3k | DT 2 i “ e g
it 52 BEBE” e CD8* T 4N ¥= 1 , #27& CD8/ X &
5 1 3 (fork-head box protein 3, FoxP3*) T itk L 40 g Lb
], AR IR B A EE . [RIRT, PD-1 BT T 42 2 1
B IR AR DT S B0 R 25 ) B A A

A e RIVE R

oIS D) REAR AR Mg e A= L R ) L
2z —, THKE A0 PD-1 S50y RGP AG B v 7
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20, B 5y TAAZ R e AL IR 8 TS 48
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WK T AN S5, CDA® T bk U 20 it mT L34 e
{55, CD8" T bk EL 40 B2 — P il o4 T 20 B , 45 54
AN AIFERT . CD4'/CD8 /K- 1T DA S B ATLAA 201 Jifd £
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