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i E: BM KR o/p KRBT EEEG 5 (ABHDS) Fvfm 5 0% 45 AR R ik stk 9 3F ) am il % (NSCLC ) %
HRTAH R R e T RAN YR, FiE B 20204 10 A ~ 2023 4 12 A AR ERKL TR TR LR
W97 09 123 B NSCLC &, 877 4 FE# 0 B AR RT3, FHARIES T ARy A R EMF R B 5, FHE TR
S BsE B (RT-qgPCR ) #2044 ABHDS #axt & A , w540 ABHDS £ iAK-F . %4547 [CD4'T, CDS'T,
CD4'T/CDS'T, Y T @afe (Treg) , #HBAE T 494 17 (Th17) , Treg/Th17] A L4k R I547. % B % Logistic @
2 5 B E A R R de s T AR R S W & iR T4 (ROC) W48 547 ABHDS, CD4'T, CDS'T &f
41 NSCLC & 47 R B2 249 Tl i1 ; Pearson 485 14547 ABHDS % ik 5 CD4'T, CDS'T aafitueyAa X, 5B A
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R 2k B S b8 9T B A R AR B & (Wald y=15.803, 7.954, 8.631, ¥ P < 0.05) . ABHD5 #al % #41 NSCLC 74
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Tirelizumab Targeted Therapy in Patients with Advanced NSCLC

ZHANG Hongyan', REN Junjie', ZHAO Zhenxing', WANG Xianlei'? (1. Department of Cardiothoracic
Surgery, Kailuan General Hospital, Hebei Tangshan 063000, China; 2. the Second Affiliated Hospital of Soochow
University, Jiangsu Suzhou 215004, China)

Abstract: Objective To investigate the effect of «/ hydrolase folded protein 5 (ABHDS) and cellular immunity markers on
the response to tirellizumab targeted therapy in patients with advanced non-small cell lung cancer (NSCLC). Methods A total
of 123 patients with advanced NSCLC who received tiralizumab in Kailuan General Hospital from October 2020 to December
2023 were selected. The efficacy of the target lesions was evaluated 4 weeks after treatment, and the patients were divided into
response group and non-response group according to the treatment effect. Quantitative real time polymerase chain reaction (RT-
qPCR) was used to detect the relative expression of ABHDS in lesion tissues. The expression level of ABHDS, immune indexes
[CD4'T, CDS8'T, CD4 T/CDS8'T, regulatory T cell (Treg), T helper cell 17 (Th17), Treg/Th17] and other clinical indexes were
compared between the two groups. Multivariate logistic regression analysis of independent factors influencing response to
tirelizumab targeted therapy. The predictive value of ABHDS, CD4'T and CDS8'T in non-response to treatment of advanced
NSCLC was analyzed by receiver operating characteristic (ROC). ABHDS expression was correlated with CD4'T and CD8'T

cells by Pearson correlation analysis. Results Among the 123 patients enrolled, 90 responded to treatment and 33 did not
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respond.The expression of ABHDS (1.16 + 0.18) and the levels of CD4 T(31.52% + 4.26%) and CD8 T(24.39% + 1.87%) cells in the
non-response group were lower than those in the response group ( 1.47 +0.21, 36.43% +4.08%, 29.13% +2.15% ) , and the levels
of Treg(7.24% + 0.89%) and Th17(6.23% + 1.10% ) cells were higher than those in the response group ( 6.37% + 0.91%,
5.42% +0.66% ) , and the differences were statistically significant (/=4.725 ~ 11.200, all P<0.05). There were significant differences
in tumor size, number of metastases and levels of carcinoembryonic antigen (CEA), albumin (ALB) and total bilirubin (TBIL) between
the two groups, and the differences were statistically significant (=2.969 ~ 6.523, all P<0.05). ABHD5 expression and CD4'T,
CDS8'T cell levels were independent protective factors affecting the response to tirelizumab targeted therapy in advanced NSCLC (Wald
7=15.803, 7.954, 8.631, all P<0.05). ABHD5 predicted that the AUC of non-response to treatment of advanced NSCLC was 0.897,
which was higher than that of 0.860 and 0.835 predicted by CD4 T and CDS8'T cells, and the prediction sensitivity and specificity were
72.73% and 94.45%, respectively. ABHDS expression was positively correlated with the levels of CD4'T and CD8'T cells (=0.367,
0.355, all P<0.05). Conclusion The response to tirelizumab targeted therapy in advanced NSCLC is significantly correlated with the
expression of ABHD5 and the levels of CD4'T and CDS8'T cells, and ABHDS has high predictive value in the treatment of advanced
NSCLC.
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AR /N i ( non-small cell lung cancer,
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AR FIP B, I NSCLC St Ti6y7 ik
A, (H—Le B AP TEIRI T AN . TR 251 55 )
B, R PR ™ S A R R A AR AR 1
TR A ER BT (tislelizumab ) 2 A P Ak 5 5 3R 15
1 G4 HTFE ¥ M 46 T2 32 1K -1 (programmed death,
PD-1) HusgREdrik, Hoim o 40 %l PD-1 5 H g &
PD-L1 (254, VRE T AR s, i
il g B A KRR B /B KRBT B E A S

(alpha/beta hydrolase folded protein 5, ABHD5 ) J&%
FhA AT RELLTT (IR B AT 7], S 5 fEhig
TEN I Z AP fape i 2 Yo JadiaE &, i i e
WATEE ABHDS i35 FIHEIS: ., ABHDS 1] LIl 5
AR o AN R NT RS, S AR T RE 4
B, ABHDS FiA AR ALt s e B i EZEHLH]
H#F5E " KW, ABHDS /K F-4¢ 4 Al BEM PD-1 34
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1 #RFAE

L1 BFRaT % B BE SR 2020 4 10 H ~ 2023
AF 12 A VR R B k2 01 4 2 Bl R R BB iR
7Y 123 B NSCLC B3, MRITEITTRUR SN
IRITNIA A (n=90) AR (n=33) . WAl
#E: OB A2 N NSCLC, A& & JF
ARG TFARSET; QFR> 18 8% ; %%
FHHRERAGTATY, BT RN = 3 A AW @FibL

=6 M QIRKTERER . HEERbRE: ORE
AL L PD-1 I RNGYT s @& IHERT H 553
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T AEPEME s ORAEAS AT &, AFSE BB
EHZ By (RFELS . 20240312)

1.2 &R AAME  TRIzol ik (FEER KAH) ;
PrimeScript RT reagent Kit i & ( Takara 2Aw]) ; PCR
X ( SE[# Applied Biosystems 23] ) 5 ABHDS 2 N2
1 (Bl TR R AR ) 5 CytoFLEX B
TN (DL 3E & PRIRAFA ] ) 3 DNA 4250
& (535 A-P-1065, dtatSCHERHEARAR]) .

1.3 Fi&k

131 IR B A 520 4. B A D) NSCLC
B YR B RGBT, YR I 27
T8 25 T HLEIRYT T TIRYT 4 B PR HAR
i kAR B0, i RS AAORE 5 VA T 9T RIOTAN B 1
(immune response evaluation criteria in solid tumor,
iRECIST ) 1.1 45 i ™ 43 h 58 4 2% fif ( complete re-
sponse, CR) . #h43%%f# (partial response, PR) .
PR FaAE ( stable disease, SD ) B )& ( progressive
disease, PD) . Mgt ORI o &, H
132 SEAYE & R A W #E 2 W (RTqPCR ) £ I
ABHDS ik WU B FRI TR KL I R A,
Trizol A HAIZ1E RNA, 4 RNA #i545% 4 cDNA,
PEAT PCR A4, LB & 12 95 C HAL M 60s, 95°C
A5 30s, 58 °C IR Kk 45s, 72 °C HEAH 30s, AE P - B
K - SEAR T 40 MR, ABHDS IE[M 5% (F) :
5-ATGGCCGGTGCCACCG-3’, Jw i) 5| 4 (R) -
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5-AGTCCACAGAATCAC-3’, L) GAPDH i N %, 1F
M54 (F) : 5-GCCGAGCTCCACAGCTT-3, J% [1]
1% (R) : 5-CGCAAACGTAATTTGCGCTT-3, K/
289 L1 ABHDS AN A B
133 Gedabrtaill: WedEmiid] NSCLC B4R f” A
AR JEIL Sml, SRR B B IE S B A A,
T4 ARSI Z i i CD4'T, CDS'T, iﬁﬁ%ﬁ T
YAl (Treg) . FBIME T 4006 17 (Th17 ) ZE4AKF-
1.3.4  IGIRTORMICAE: a2 s DG R 7R
BLFETES . AR . TR B N R ERZE
TNM 70 Bl . sh2hr= . PR L.
PER 12 5 KR T 38 B 2R A R A VR4 2L Gk
MR 2 3T 43 (Eastern Cooperative Oncology Group,
ECOG ) P CEA ) JEERIHIR DNA( circulating
tumor DNA, ctDNA ) . FH#&EMH (Alb) FEAHAER
(TBIL ) . ctDNA Al 5% RAE L 3ml I #RIK L,
5 000r/min 250> 10 min /15 FJEIR 800 M AR

fiff G #1007 25 DNA G & (REBRTE ) $REUM
I ctDNA, f#iH qRT-PCR #17 ctDNA E & 50H7 .
1.4 it 540 W SPSS 24.0 PEATEHE AL 3
EIEA TR TR AL + BRifEZE (x5 ) PR,
P FLBR ST RS ¢ A5 TR ORI n (%)
FIR, WALLECRA 7 . Brd Rk P A
J7 W49 NSCLC A 2 9 5% i [K 5 R H Logistic [7]
VA5 HT; B NSCLC IR 57 AN g 28 i A {8 70 B R
U2 3 TAEHRE (ROC) i<k 43#r, T &k e
LIHhZE T FR (AUC) F7n; Pearson #H e 43 #r
ABHD5 ik 5 CD4'T 1 CDS'T 40 /KRR Z .
P<0.05 NESHAGIHE L.

2 R

2.1 ARG RTA A DR 1, TONA LR
TN, FRAE e CEA KR T4, Alb Fil TBIL
AT, 2R EAGHFE (P <005) .

=1 TE—RIGRERILE [xts, n (%) ]
TiH R&4 (n=90) TR (n=33) 7 P
5 B 58 (64.44) 24 (72.73)
0.745 0388
s 32 (35.56) 9(2727)
s (%) <65 41 (45.56) 12 (3636)
0.832 0362
> 65 49 (54.44) 21 (63.64)
Wz B 39 (43.33) 9 (57.58)
1.966 0.161
& 51 (56.67) 14 (4242)
JilsE RN Cem ) <4 47 (5222) 0 (3030)
4.665 0.031
=4 43 (47.78) 23 (69.70)
SR BRI 26 (28.89) 10 (30.30)
i 58 (64.44) 20 (60.61) 0.267 0.875
KA 6 (6.67) 3(9.09)
TNM 7348 il 48 (53.33) 3(39.39)
1.877 0.171
v 42 (46.67) 20 (60.61)
Hxeke (i) <2 81 (90.00) 4(040)
6.523 0011
=) 9 (10.00) 19 (57.58)
B 2l 34 (3778) 7(51.52)
1.877 0.171
A 56 (62.22) 16 (4848)
B ERZA L JE 42 (46.67) 8 (54.55)
0.600 0.439
& 48 (53.33) 15 (4545)
WMEHAT = 18 (20.00) 8 (2424)
0.261 0.610
H 72 (80.00) 25 (75.76 )
ECOG 4 (%) 0~1 75 (83.33) 26 (78.79)
0.340 0.560
2 5(16.67) 7(2121)
CEA (ng/ml) 9.83+3.22 1120 +3.45 3.548 0.001
ctDNA mRNA 4185+7.23 4367+8.12 1172 0.244
Alb (g/L) 53254767 4579 +8.37 2.969 0.004
TBIL ( pmol/L,) 52721095 4648 +8.23 2.977 0.004
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2.2 W4 ABHDS & ik B %92 547K bk W
F2, 5RNEHMLIL, TN A4 ABHDS % ik

CDS'T 4L /K 25l NSCLC 555 FIEk i i)
RPN R (P < 005)

CD4'T, CD8'T 4ffl/K-F-W] i FEAK, Treg F1 Th17 4 %£2  T4E ABHDS RiARBRBIEIRELEL (ks )
K T, 225 HA G2 8 (P < 0.05 ). SH RS (n=90) KRIEM (n=33) ¢ P
23 Hrawedl NSCLC & & Al sk de e b 7 B4
- ‘ - ABHDS 147 £021 116018 7523 < 0.001
8 % B & Logistic 247 W3 3. LA NSCLC iY77 .
@%‘%ﬁﬁﬂﬁ%( @%:0’ Z:@% =1 ) , [/\/L ABHD5( )?\‘ CD4'T ( A)) 36.43 +4.08 31.52+4.26 5.844 < 0.001
i) . CDAT (J5if#) . CDS'T (JEifE ) . Treg (JEH(E) . CDST (%) 29.03%215  2439+187 11200 < 0.001
Thi7 (EfE) . IR/ (< 4am=0, = 4an=l) . % CDATCDST  119£020 125017 1531 0128
PR (<24b=0, =24b=1) . CEA/KF (J5fH) . Treg (%) 6.37+091 724£089 4725 <0001
Ab KF (JR{E) | TBIL KF (JRUE) o A2z, £ ThIT (%) 5422066  623:110 4974 <0001
.. yi — N +
7 Logisic M55 HT 715, ABHDS ik J CDAT, Treg/Th17 1142024 109£032 0932 0353
*=3 HNEEHEA NSCLC B EFIER B EIET M EH S EE Logistic 4747
FES B SE Wald OR 95%CI P
ABHDS 0,652 0.164 15.803 0.706 0413 ~ 0.904 < 0.001
CD4'T ~0.361 0.128 7954 0.697 0.542 ~ 0.896 0.005
CD§'T 0852 0.290 8.631 0427 0242 ~ 0.753 0.003

2.4 ABHDS5 % CD4'T, CDS8'T #t#% #1 NSCLC 74
IR AR TRMANAE ULER 4 AT 1. 434 ROC il
2o Prid R, ABHDS ik & CD4'T, CDS'T 4l il
7K T B B NSCLC 367 A B 2 1) AUC {53 31

4 0.897, 0.860 Fil 0.835, ABHDS il #i{if 5 5 ,
il FHEEC 121 I, HAIGUREE | RS
72.73%, 94.45%,

# 4 ABHD5 K% CD4'T, CDS'T FiilREHA NSCLC 877 AR ZHIRRE (% )
3 AUC I {8 TR RS 95%CI AR
ABHDS %3k 0.897 1.21 72.73 05.45 0.741 ~ 0.975 0.682
CD4'T 0.860 32.34% 90.52 82.70 0.694 ~ 0.955 0.732
CD8'T 0.835 27.01% 81.82 90.91 0.665 ~ 0.941 0.727
100 I THEAT NSCLC B4 BICRIiR LA S MR A A
) S AFAE AL RS . TS MEALTE T, AT I PEA
ok . e, WORTE R LR O AR R MR A T 4
: R SRR T 22 401 25900 L 1 TR 7 1 T
- of ’ FESAY, B 254 T L A A R A K
=20 25 50T AT KT 56 3 T AR P 2 K g
5 [~ B, IR T A R RO IAT T e 1,
B0 BRI ASE T s 25, TEM R i
[t PRI T — @R R, (A2 B i A
200 O— ABHDS Yk KT 25 FIAR S B S S50, ORI RCRAR 72
Do CDS'T TE—sE B M TR E AR TR, IR
B T T H AR 6 VA T SR B 36 £ A A7 R R AT IG
LSRR (%) BT I A
B 1 BEHA NSCLC BEAFFARRMEH ROC sk ARBGE R TE FER PIRIT NG RN 73.17%

2.5 ABHDS5 & ik #= CD4'T, CDS8'T Zm e 48 %
S Pearson FHIETE T i/, ABHDS /& A5
A5 CD4'T, CDS8'T 4HA/K-F-2IEHIE (1=0.367,
0.355, P <0.05) .

3 itig

(90/123 ) , W&fI&FREA:AF5E " vh PD-1 3457 B
NSCLC ) 78.9%, JraFkA—z. s i,
PD-1 H24 ff ] £ E P45 il R 35 T %, e
VERAAF R (R 2 A AR PR ] DLaE A 9 7y
AR TS, AN B . R
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WU IR A0 g A it U Treg 240 i I EL AT G 2 11
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PR, DTS e Be 2, A2 2 i Jed 110 b i A
Th17 42 5 85 G B 2R RAE W, Th17 41
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XSG RE PR bR A Ak TN AR TR B ST YRR
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1 CDS'T 4l ffd i & 15 24 J2& 5 i g 9] NSCLC 397
PRI R 2. ABHDS 75 I 88 628 1 248 vp 41
IR FHEMIE AR G T TR, R A2k
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Je, BT B R Bk BABT AY R R 1 CDA'T AN
CDS8"T 4l i (170> 1] 58 T SO A BE b e 1 i)
PEYNME (4N Treg 4088 ) B9, oE—2H] 55 %5
RITHIRCR,, R REEIRIT A MEZERN R, A&
s 4278 ABHD5 2 CD4'T, CD8'T /K ErI1E it
I NSCLC F 35 8 5 I BR SAPT IR YT A5 1 v 76 Tt
T, AARIIRTT IR B A Y Rk . esh
&KL, ABHDS AL 1 NSCLC 6 97 A b 2 1Y
A e, - EH5 CD4'T FIl CDS'T 4 fits . %
e, #7287 ABHDS ik 5] NSCLC 41 it 4
9 MBI SEIRIT G R, Il S e TR T N A 4
BET AT BB BURE A5 o SR MTASBIF SRR AN 5 S Bt 15 st
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Tl ARTERE, AT U — LAk R 5T T -

2 FEA, W NSCLC S 28 ABHDS
R GRE RGO, T 2 R R ER AT
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