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CIBEPH T 26 TN R BR BE bR R Ty JBEFH 457000)

WE: BN BB HIE T E -1 (PD-1) 050G 5 Bk 2236 7 6 i /N4t if i 988 ( NSCLC) (3897 3108
Fik BEPE2018 451 H E 2020 455 HEFH T A R B BEUia i 85 i) NSCLC B3 A FT x4 AR IAIT i /&
HAY IS HRAL (n =42) FIEEAL (n =43)  XTIRALEE A T HIALFIAIT 56 | KK R410.3~0.4 g - m ™ (%
FBERR 1A 135 ~ 175 mg » m ™ JE3EHIZE 500 mg - m ™%, 21.d g 1AM, 1 ARG 2G 1 R, S 48397 6 M. W
SEYL R ERT IRATIRY T 3ERE 45T PD-1 Mkl R VR A B0, Sk 5 1 K 2 mg - kg ™', 21 d O 1 ANJE A, 1 AR I
21 IR GESLRYT 6 MM, RIS VG 2 4R MG RITAL I B AR . A TR RS R A A
ARA 2 20 B HNE I CD3 " CD4* [CD8 ™ T 41 Sl Bk T(Th) 1. Th2 20 7K -, SR F 1t KK G 32 T8 o JX 6 A ) 2
B M P TR -y (IFN-y) R RS F-o (TNF-a ) L (40 FE-10 (1L-10) | (4TS B4 (1L4) K-, W4
It 2 BRI IR AN b PR AR > DB R RS SR R 2 B s AR B, IR R B
NEAER, R IRITIE SRR E A 25 B, TR 14 ), Bt R 3 B, A RN 59.52% (25/42) 5
WERLH R T8 SR 1 )R G 34 ), BRASE T B, Rt e 1 0, A AN 81.40% (35/43) . AR B
4 A ROCR B 35  TX R (x° =4.896,P <0.05) . JAYTAT,2 4L F SNE I CD3* .CD4* .CD8 ™ T 4ilfifd K Thi
Th2 AUAE/KF LA F G2 E (P >0.05) ;2 HEFIRYT/E R CD3 " [CD4™ T 1 J& Thl [Th2 40l /K- 8 % &
FIARITHT,CD8 " T 4l /KT B K TFAITAT (P <0.05) ;1677 )5 , AR 4L & SN 1 b ¥ CD3 ™ T 4iififl & Thi 41 fia/k
- R T RAL (P <0.05) 536975 , MR AL S5 %) B2 Fe 35 A1 JE L+ i) CD4 ™ (CD8 ™ T 411 fifd & Th2 4 fifd 7K - Hr 4k 22
FIGEHFE (P >0.05) o JRYTHT,2 4LEE ML IFN-y TNF-o IL-10 IL4 7K Fe 22 S Jeg i B (P >0.05) 5
2 A BEIRIT G LS A TNF-o L4 7K 5 T4 7 R, 0075 5 IFN-y (IL-10 7K 5 3 5 FIIT T (P <0.05) 53R/ 77
J&i SR R IE 1 IFN-y /K 5825 5 T4 IR (P <0..05) 53397 )5 ,2 4L Mg TNF-o IL-10 IL4 /K- L #5 22
FHLERE (P >0.05) o JGI7F R, WA 4] 55 %0 BRAL R AT | Rk kD Gk i E TS | R
GRFVE BB R A 2 BTS2 78 X (y* =1.898 .1.694 2. 173 .1.001 0. 988 1. 838, P >0.05) . £5i  PD-1 41
IRV A3 AL S8 YT T R AT B ad % CD3* T 40l . Thl 408 &% 1M1 3% IFN-y K % 4% %+ NSCLC 2 3 14t i 78
FL G RIT AR 3, PTG R, B R AE RV, HL%e &M,
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Effect of programmed death protein-1 inhibitor combined with chemotherapy regimen in the treat-
ment of non-small cell lung cancer

LIU Ziwei,ZHU Huaqgiang, WANG Yang

( Department of Oncology ,the Fifth People's Hospital of Puyang City ,Puyang 457000, Henan Province ,China )

Abstract: Objective To investigate the effect of programmed death protein-1 ( PD-1) inhibitor combined with
conventional chemotherapy in the treatment of non-small cell lung cancer (NSCLC). Methods A total of 85 NSCLC patients
admitted to the Fifth People’s Hospital of Puyang City from January 2018 to May 2020 were selected as the research objects,
and they were divided into the control group (n =42) and the observation group (n =43) according to the treatment method.

The patients in the control group were given conventional chemotherapy, including intravenous infusion of carboplatin 0. 3 —
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0.4 g - m™* paclitaxel liposome 135 =175 mg + m > pemetrexed 500 mg - m > on the first day,2] days as a cycle,once per
a cycle,the treatment was continued for 6 cycles. The patients in the observation group were given the PD-1 inhibitor pembrolizumab
on the basis of the treatment in the control group , intravenous drip,2 mg + kg ™' on the first day,21 days as a eycle,once per a
cycle,and the treatment was continued for 6 cycles. After treatment, the clinical efficacy of patients in the two groups was
evaluated , and the total effective rate was calculated. Before and after treatment,the levels of CD3* ,CD4 " ,CD8 * T cells and
helper T (Th) 1 and Th2 cells in peripheral blood of patients in the two groups were detected by the flow cytometry ;the levels
of interferon-y (IFN-vy) , tumor necrosis factor-a ( TNF-a ) , interleukin-10 (TL-10) and interleukin4 (IL4) in serum of
patients in the two groups were detected by enzyme-linked immunosorbent assay. The incidence of leukopenia, neutropenia,
nausea and vomiting, diarrhea, peripheral neurotoxicity and rash of patients in the two groups were observed and recorded
during treatment ,and the incidences of adverse reactions were calculated. Results ~ After treatment,25 cases had partial remission,
14 cases had stable disease,and 3 cases had progressive disease,with a total effective rate of 59.52% (25/42) in the control
group ;in the observation group,1 case had complete remission,34 cases had partial remission,7 cases had stable disease,and
1 case had disease progression,the total effective rate was 81.40% (35/43). The total effective rate of patients in the observation
group was significantly higher than that in the control group (y* =4.896,P <0.05). Before treatment , there was no significant
difference in the levels of CD3 ™ T cells,CD4 " T cells,CD8 " T cells, Thl cells and Th2 cells in peripheral blood of patients
between the two groups (P >0.05). The levels of CD3 ™ T cells,CD4 * T cells and Thl cells,Th2 cells in peripheral blood of
patients in the two groups after treatment were significantly higher than those before treatment,and the level of CD8 * T cells
was significantly lower than that before treatment ( P < 0. 05) ; after treatment, the levels of CD3 " T cells and Thl cells in
peripheral blood of patients in the observation group were significantly higher than those in the control group (P <0.05) ;there
was no significant difference in the levels of CD4 " T cells,CD8 * T cells and Th2 cells in peripheral blood of patients between
the two groups after treatment (P >0.05). Before treatment, there was no significant difference in serum IFN-y, TNF-a, IL-10
and IL4 levels of patients between the two groups (P >0.05). The levels of serum TNF-a and 114 of patients after treatment
were significantly lower than those before treatment, and the levels of serum IFN-y and IL-10 of patients were significantly
higher than those before treatment in the two groups (P <0.05). After treatment, the level of serum IFN-vy of patients in the
observation group was significantly higher than that in the control group (P <0.05) jthere was no significant difference in serum
TNF-«,IL-10 and IL-4 levels of patients between the two groups (P >0.05). During the treatment, there was no significant
difference in the incidences of leukopenia, neutropenia, nausea and vomiting, diarrhea, peripheral neurotoxicity and rash of
patients between the two group (X2 =1.898,1.694,2.173,1.001,0.988,1.838;P>0.05). Conclusion PD-1 inhibitor
combined with conventional chemotherapy may play an anti-tumor effect on NSCLC patients by up-regulating the levels of
CD3 " T cells,Thl cells and serum IFN-y level, the clinical efficacy is significant,and it can improve patients’ immune function,
reduce inflammatory response,and it is good safe.
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fho HEBRARUE: (1) Fe R PR 5 (2) A i
RGUPIRE; (3) 3 3 A H N A IR A B L0 L
FEZEE 5 (4) A HA TR Mg & . ABFE g A
85 {4 NSCLC f8.75 , MR 48167 J5 544 23 43 Dy v IR
RIS . W HRZ 42 5], 55 21 3], % 21 f51]; 4R
49 ~ 79 (65.1 =8.3) %, {& i &+ %020.3 ~
24.5(23.3+2.4)kg - m ™’ KPS ¥4} 82.2 ~73.5
(77.3 £4.7) 53 ;WA s - A 18 4], I 24 f4i] ; TNM /)
199 M3 36 f51), IV 303 6 491] 5 g P~y S TR - SfpofR 4 J g
8 i, Wtdi 34 1, WAEEH 43 f41], 55 24 ], L 19 5
Y52 ~79(64.3 £7.8) % KR ETE%020.6 ~24.8
(23.1+2.1)kg » m~* KPS 1:4383.4 ~74.6(76.8 +
4.0) 53 W A 14 4], Jg 29 451]; TNM 4345 I3
33 {5, IV 3 10 f3i] 5 o B 2 2 2 - AR A0 8 © 191], i
95 37 . 2 LH AR E AR M) R BT 4R % KPS T
I3 WA S TNM J3 1 g B2 2R L 85 22 S T e it
FREN(P>0.05), BAR M, AUF5ERBERE B
FACTZR DL WA AL HE | JB 5 B S R A R) SO0 4%
FHE R EA.

1.2 BT AE MNERARES THIEIT,H
1 DRI TR 40 OB RR A 6t 5t 524w, ik X
25 S HIE B H20171063)0.3 ~0.4 ¢ - m 2 4K
P b (b s O A 25 ) A R & A, [ 24 4
H10980069) 135 ~ 175 mg - m > {4 F R il 22 —
B UL J5 25 2k 2500 46 M A IR & ), 5 25 e 7
H20093996)500 mg - m >, 21 d 2 1 4N, 1 4~ JE
HIZR 2 1 R ESHRYT 6 . WS A TERS
WRALIBY T AL 1 25 3 PD-1 41 7] IR 46k 470 ( 36 [
BRUPAR A ), 3 255 T HIE S S20180019 ) # ik ife
T 1 R2 mg - kg™' 21 d o 1 ANEN,L T A JE
525 1 IR EERYT 6 R .

1.3 WZiEtR

1.3.1 KRR 67 )E, PPN 2 A E Wil RYT
B BRSOV BR UE 4l 58 4 R R
(complete relief, CR) &4 2% fi# ( partial relief, PR) |
P f2 %8 (stable disease, SD) | ¥ %% i/ & ( disease
progression, PD)4 452 . BRI = (CR #il%L +
PR 1%50) / B B1%L x 100%

1.3.2 HpaRBEIhEE ol TRy anla R B
SRR 2 mL, & THEERE P AR 10wl
el R 100 pmol - L' H) AR RS G Z (fluorescein
isothiocyanate , FITC ) #ric B CD3 {4 3 21 3 H
(phycoerythrin, PE) #5iC i) CD4 4 {4 | PE #riC #Y
CD8 ik (SEE BD 24w]) , & FROGHLE 1S ming

I mL 2148 i 345 f#% , 8EOG I E 10 min, 1 000
r e min T BLG 5 min, B02EAE 10 om, 3 5 BT
BERRER ZE R VE S 1 U, 38 B, A 0.5 mL @512
TR R AN 5 f ] FACS Calibur B3 041 i
(£ BD 22 H]) M Cell Ques i fFAG I CD3 ™ |
CD4 " .CD8 ™ T 4uifs S &t Bk T (helper T,Th)1,Th2
ALK

1.3.3 MmiEMMETFKRE 35 TIas7inERE
B ANE KM 2 mL, 1 500 r + min "' .0 10 min,
BROAR 10 em, U EIE R, R T EIK S 5 0% B i 6
(‘enzyme-linked immunosorbent assay, ELISA ) #6;jll] 2
YL ML P T R -y (interferon—y, TFN-y ) | it
PR - (tumor necrosis factor-a, TNF-a) | [ ZH it
4 %-10 (interleukin-10,1L-10) | [ 4 i34~ & 4 (inter-
leukin4 ,IL4 ) 7K, ELISA #:F & 0 B FE bt
NIRFF AP BARAT BRZA ] 7 A% i IR0 & Ul B B
HEATERAE

1.3.4 ARRFE WEIFICHR 2 HEEIRITHIN
S i 7 AN ol v 1 5 R N LN RN i |
M BENE B RGO, IFIH A R SO K AR
1.4 ZGEit=EsbiE i SPSS 21. 0 #4754
Gt 5500, TRV DA £ bRifE2E (x £5) R
TN P R T 0 5 s T ECRORE LA GIEORT 43 3
TR AL LR X B P <0.05 M= RS
R

2 #R

2.1 2ABFREKTRLEE GITE 0 B4R
CR O fi],PR 25 f5i],SD 14 i, PD 3 ], S A %N
59.52% (25/42) ; M4 83 CR 1 {51] , PR 34 f4i],SD
74, PD 1], SA RN 81.40% (35/43) , WA
HEE AR RE & TR, EZRA5i7
B ()Y =4.896,P<0.05)

2.2 2ABEMERBINELRR FIRWELL B
JTHT,2 HABFESME L CD3 ™ (CD4* (CD8 " T 4fififg
J2 Thl [ Th2 201KV LA 2% e g it 22 i L (P >
0.05), 2 HEFIHITESMEIMH CD3 ™ .CD4" T 21
Jiftl & Th1 [ Th2 2 /K- 2 2 & TIRY7RT,CD8 ™ T 4
LKA AR TR YT, 22 A G it L (P <
0.05) JAYT 5, WG 2 /B 4 AP il rh CD3 ™ T 4 Jifd
K Thl MK 2 & TR, 2R ARt E
M (P<0.05); W52 5 BA B8 3% A1 A o o
CD4* .CD8* T #HAfL }% Th2 4 il /K HL e 2% R 4t
R (P >0.05),
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Tab.1 Comparison of cellular immune function of patients between the two groups (xxs)
Bl n CD3 * T #iififi/ % CD4 * T Ziijifi/ % CD8 * T 4l i/ % Thl #iifitl/ % Th2 4k %
X HRZH 42
RIT R 50.63 +4.38 34.13 £3.38 29.03 £2.65 4.28 £1.24 0.75+0.25
fIr)E 56.30 +4.53* 37.61 +4.41° 26.02 +2.91° 10.28 +3.18° 1.55 +0.42°
pUEZS::| 43
YT R 51.02 £4.41 33.09 £2.76 29.60 £2.44 3.91+1.03 0.68 +0.20
NEvidEl 58.96 +4.76" 38.85 +4.02° 24.85 £2.74° 11.64 +2.85% 1.64 +0.46"

T SIBITRT P <0. 055 5% 4 Lt P <0.05,
2.3 2HABEMBMAMEFRFERE Z5HR0LE2,
IBITHT,2 AR E WM TFN-y [ TNF-o [ IL-10 . IL-4 7K
P ZR TSI FE X (P>0.05), 2 4EHG
G WML TNF-o IL4 7K S AR TR 7R, I

D R A D | MK T | TR R 2
P B2 KR R R IS (P >0.05)
F2 2ABEMBERRATFRFELE

Tab.2 Comparison of serum cytokine levels of patients

IFN-y IL-10 /K525 0 TRV AT, 2 A Geit g etween the two groups (v=)
X(P<0.05). {77 )5, WA K R LTS TFN-y %% mewwmwwWWWwWWme)
HOFEE & XA, 2R ASIF¥E L (P< IR 45.0247.05  18.54%5.86  14.0354.34  16.67+4.38
0.05) ;2 #H B F M I TNF-o IL-10 IL-4 /K- [b 5 IR 49.61£7.81*  15.11£5.27* 1704 £4.96"  14.81 £4.62°
Mgzl 43
=2 SR LTSS\

ZRIGIHFEX(P>0.05), ST 43.77£6.93  17.83£5.50  14.63£4.00  15.83£4.00
2.4 2HEBEEARRMAEFRLEE S5RLE W 53.83+7.44%  13.084.61°  17.81£5.29%  13.26+4.17°
3, RITIE AR, A L 5 0 R AR B A0 Uk VE SIS HTLEL P <0.05 5 SRERLLILE P <0.05,
*3 2HBREFTRREAEBRILER
Tab.3 Comparison of the incidence of adverse reactions of patients between the two groups 1% )
2H 5 n SEIIN Y Ay ey T K R JA 2T K%
Xof B2 42 15(34.88) 11(25.58) 13(30.23) 3(6.98) 1(2.33) 1(2.33)
MR 43 9(20.93) 6(13.95) 7(16.28) 1(2.33) 0(0.00) 1(2.33)
X 1.898 1.694 2.173 1.001 0.988 1.838
P 0.168 0.193 0.147 0.317 0.320 0.175

ps 5T 20 AL A A e R A 5 . PD-1 A
3 iTig

i S — Rl UL B i R A A RS, NSCLC 2 By
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AT RERSEMIABEN 52, PG, 38 )5 A R 1k 27
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BERG AL s A ] 750 Ry A AE MR BB IR TR TR
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P RERb R Ry Sk T 20 B T, 00 P e 4 3 B O
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{£&-1 (programmed death protein ligand-1,PD-L1) &%
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JHL KPP A £ R A A 0 7 G 328 D) R 1 48 A . CD3*
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CD8 " T 4fi ity -5 4 it G2 A% 13 LA B 3 83 o 88 440 i,
RO R L A 4 M, CD4 . CDS T 40 M L )5 25
oA AR R e T REZE AL WL B B D REIRGR .
Th Z0fiE /& CD4 " T 4 AEPT AT 7= A AR R )
BEARE T 4B, AT 43 >A Th1 20 F1 Th2 40, Hop
Thl 4 AT 533 TFN-y IL-2 220 R 2 5 4t
38, Th2 4 Jig B AT 4390 IL4 IL-10 2840 N+ 2 5
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