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Abstract

Objective: This study aimed to investigate the correlation between peripheral blood inflammatory
markers, lymphocyte counts and prognosis in patients with colorectal cancer (CRC) lung metastasis
receiving combined therapy of immune checkpoint inhibitors (ICIs) and tyrosine kinase inhibitors
(TKIs). Methods: A retrospective cohort study was conducted on 86 patients with CRC lung metas-
tasis who received ICI-TKI combination therapy at the Affiliated Hospital of Anhui Medical Univer-
sity from October 2020 to October 2025. Baseline peripheral blood samples were collected prior to
treatment. Neutrophil-to-lymphocyte ratio (NLR), platelet-to-lymphocyte ratio (PLR), lymphocyte-
to-monocyte ratio (LMR), and systemic immune-inflammation index (SII) were calculated, and pe-
ripheral blood lymphocyte count (PBLC) was recorded. Survival analyses were performed using the
Kaplan-Meier method with Log-rank test for comparison. Cox proportional hazards regression
models were constructed to evaluate the independent prognostic value of each marker for progres-
sion-free survival (PFS) and overall survival (0S). Results: Univariate survival analysis revealed
that NLR, PLR, SII, and PBLC were significantly associated with both PFS and OS (all P < 0.05). Multi-
variate Cox regression analysis demonstrated that elevated NLR, PLR, and SIl were independent risk
factors for shorter PFS and OS (all P < 0.05), whereas a PBLC = 1.1 x 10°/L served as an independent
protective factor. Notably, a high LMR was independently correlated with prolonged OS but not PFS.
Conclusion: Baseline levels of NLR, PLR, SII, LMR, and PBLC hold promise as prognostic biomarkers
for patients with CRC lung metastasis treated with ICI-TKI combination therapy. These findings may
provide valuable insights for guiding the development of individualized treatment strategies.
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1. 5|8

45 EL [ (Colorectal cancer, CRO) MR R AIE TS RELL 1T, £ 10~15% 8% 2R AR, ELI
RS ARMGEHEIMER[]. EEEREEY, EMEREIEN T, BeUkEfE2]; HEBENSHS
it 3 e SRR B AR VD F R A %, B an it 7% 1 IR R e CXC B R 744 12 (C-X-C motif chem-
okine ligand 12, CXCL12)/CXC #fL A F32 1% 7 (C-X-C chemokine receptor type 7, CXCR7)f5 5 il %%
3],

7E CRC &, 14 B #4 %E (Microsatellite stable, MSS) % 7 EE 20 95%, H. X 42 46 7% 55 4711 75 (Immune
checkpoint inhibitors, ICIs)[f] & 7% . iR 7 BEA IS Z BRI 0 ) 7)(Tyrosine kinase inhibitors, TKIs) ]
20 MSS &Y CRC i), H 322 55 A sl DA 75 e S e i 5, T3S 9 ICTs 97 R0 5% [4]. BRIt
PAA— TG0 PRATAT 782 B, 3@ I 1 [ e 5 o R VLB 3-8 (Phosphoinositide 3-kinase, PI3K )il 751 22 i 40
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EITINE

A CRC A2 Ik i RE[S]; VA EEIIESC B & iY77 X MSS A CRC & Imt Fefir e

ERARITE RN, FHRARIUG A RS OCE T A8 (i 98 0 8 b 20 o PRk 20 i 5 bk 2 4
J{u EEAE (Neutrophil/lymphocyte ratio, NLR). HA% 41 Jifd 5 ik X 41 i EL A (Monocyte/lymphocyte ratio, MLR)-
I /MR 55 94k E2 41 Pfg LE A (Platelet/lymphocyte ratio, PLR)F1 £ 4t 14: 6 % 48 iF 48 £ (Systemic immune-inflamma-
tion index, SII), PEHFENEI AL ARG HAFELE NLR FHm O UESE & CRC b7 F 51615
ZANHLAS 2 ST B TRIGIE LT A HERPE[ 7] AT 57 8 A2 41 IfL itk B2 41 9 714X (Peripheral blood lympho-
cyte count, PBLC)XJ AE A7 45 J& ()50 . PBLC J2 71 & Il 5 SE 48 AR I DS BEAL BB 7, L bk TR i 250 B S I 3
S 5 il e e bl i e IR ST R K. BEUR I, TEZE BRI AR RS TR, TR G s SR B v A
P T 20 ffl(Regulatory T cells, Tregs) S bk CL4H R HE 9y 545 B 22 A 6, 9100 Tregs RIS H 40 2£-10
(Interleukin-10, IL-10)2 {21k CRC fifi%% % 3k fE[8].

AN IR SEFREFR AT CRC TS O A CESE[6]. 48 40 M AH 5 F8 AR A LU AE X ICTs BX& TKIs #£ CRC
i e B AR A 25 R RE AT TR A 9T BRI, AW 58 B FE VAl A1 & i 28 iEFE 5 (NLR MLR. PLR.
SI). PBLC 5#% FIRERAIGITH) CRC MlifeHe B8 A A7 T fa BAR DG, il PRIT 2 S0l A A& A6 T
RHtZ%,

2. WEMGE
2.1. W&,

[l Ji 14 A X 2020 4F 10 2 2025 4F 10 H HHIRILE 22 B2 BL K 5 B I8 B2 Bt (¥ 25 B o il 4 8 1 3
it 341 . GIAARAE: (1) RALURBEAHSNEERRE; (2) 3% (CT/PET-CT)Z B 24 1E L A7
TEM GRS s (3) #5252 1CIs Bk & VEGFR-TKIs /7 697 >2 MW (4) Fk=18 &5 (5) BITHIRE R
P Jii 98 B 4 ZEL A BE IR 75 (Eastern cooperative oncology group performance status, ECOG PS)¥F4) 0~2 43+; (6)
AT R D —/NFF4A RECIST 1.1 brifE R nl I S bt (7) FEZRSLI =R Ar: R g8 > 1.5
x 10%L, /MR > 100 x 10%/L, MLAEE >90 o/L; AAERMAAREEER <2.5x EHHEL
FR(ULN) (&IERF#: 5% <5 x ULN), IMLEWLEF < 1.5 x ULN SULEFFBR %>60 ml/min. FHEERARHE: (1)
I IAE IR (2) ARG S BEY(EIGIR . BB EY FR T H12); (3) BREA 4B B 5L
HIV B4 iE B B & Je e Vs 8RR B M Ra T s (4) NALET 4 J8 3520l 4 5 YRR j iR ih
F7 e AR R R T A (5) MRELO R ML TR ECE DI BEAS 42 (eGFR < 30 ml/min/1.73 m?); (6)
I R B2 Feb B2 Bl U ] T AS 2 2 ANVRIT A (7) TR 25 HAbh T Pk I Rt ae . 2 NHEbRHEFERR 255
B, FARRTT R 2 AN 65 B, IGPRERBE U VRN R 125 B, K15 46 B, RIGITAHICA R
RLZAEIRIT# 19 ], meZ83k 86 B BE 15 & SRR IEPINT TL o AHIF FUAS A6 B2 03 2% o A 1o (kv
5 : PJ2025-08-78).

2.2. iBIEATT

T AR E 5T 2020 4F 10 A £ 2025 4 10 A 8] #:52 1CIs B4 TKIs 1677 . ICIs 45 1H
FERIER AP, BHEABREY. REABRAPUNGEEF P TKIs B35 LN H TR 45 B e inEin T
G R 7R 259 kR B, BkdEe. ¥ B e . SLhnA2h 5 BRE B E ARG .
. WESSThAE SR y7 AR A BRI 25900 e AN B SN HEAT MARAL TR % .

2.3. IEEREIBUE K BETS

TR RGN B AR B, EARAERS . MRl BROKMIRERAL. ECOG PRy KR A I
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A

JHE6#% Tl CRC B35 1E ICIs BA TKIs Y897 3 AT 7 R A 58 AN L FUR U, IR LR RIEFR bR
F P 20 5 9K EEL 0 D L L P R 4 e L/ B A I A XA )« 9 L2 5 A 4 i L (b B 40 i 2
XHE/ B AR A PR LA ) /MR 5 9k B 40 M AR (/N AR T 25 ibk R A B G ), AR R G B 958 SRE iR 2
(PPEREGE M T4 < i /Nt A ) . bR RO Al I e i 2 ANVR T IS AR AR A (CT
/MRI)PEAY, K4 RECIST 1.1 ArifE 43 N 58 4 22/ (Complete response, CR)~ #43Z&fif(Partial response, PR)-
5% A 5 (Stable disease, SD)FI1% 7 i g (Progressive disease, PD). J% 7715 #i| % (Disease control rate, DCR) &
SR P ATVPAS T 2085 T, 122 CR/PR/SD A il . 2 MLZ2 i % (Objective response rate, ORR) M &
X RikF| PR B CR B EE LT Al VAT RUEE T i . AR IUS TP febnEdE: (1) TRt
(Progression-free survival, PFS)5E X N 8 EHZBEIRTT R BN IA], 28 8 IR AR A0 9000 1E JE AT
TR RBE T I (2) B AEAFHI(Overall survival, OS)5E X NI G167 5 30 EARAT JR I E T (i 18] 38
i W B U B T 2R G R ) 7 SRR BB AR AR IRAS R R BT AR R RS . BT A 25040 H
ST ML FNTFERE SUZ XS, DA DR B3 1) 56 B e AT 1

2.4. Gt oA

AHFFAEH SPSS 26.0 BEH# G iHRME M R B F (4.2.1 fRA)FAITEH 0. 902848 5 DB 4 b
HATHEIAR . KA Kaplan-Meier v2: 2z il A2 A7 #th 8 FF 01 5 A7 o gk g 42 47 ¥ (Median progression-free survival,
mPFS)5 FR A7 S A 77 W (Median overall survival, mOS), ZH /8] b4 K B 5 B0k A6 36 (Log-rank test). AT
TRERESWEMRR, B BEELIGREFE. SN MR IEFEFR(NLR, PLR, LMR, SIT)PA & PBLC 43l i3
ITHRZR Cox LR [EIE 0 HT, HHF P < 0.05 AR PN LZIHZ Cox [FIEHEAL, DLUAKEL
(Hazard ratio, HR) & H: 95% % 17 [X [A](Confidence interval, CI)ZR/RUSAE, B s 5648 FH IR R A AL 56 (Wald
test). K R £ ggplot2 (3.4.4 JRA) L ZR AR K], EWLE R Z IZ 045 3o Bl Gevt 23 i 2 A 5,
W B E KT a=0.05,

3. 5%
3.1, ELR4FE

KA FILGIN 86 145 H I e 78 3, P E B8z =2 A 1CIs Bt TKIs V697 . WAL ANBE
FIFELREFAE (L DEHE: FBHE 39 61(45.35%), &k 47 §1(54.65%); F#s >65 %4 44 $(51.16%), <65
% 42 151)(48.84%); J5L R IR T4 2451 26 51(30.23%), /2245 25 111(29.07%), B 35 #1(40.70%);
28 111(32.56%) EEH LA IS ; ECOG iF4A 0~1 703 60 151(69.77%), 2 % 26 11(30.23%); 34 f
(39.53%)WF FL NBE R A6 TT #0254 R B4 (Treatment-related adverse events, TRAEs). &A% WL 2% i 24
36.05%, I HIZEHN 69.77%.

Table 1. Baseline characteristics

1. BEHHE

BERE HEWV=86)
PER. NO (%)

5 39 (45.35%)

7 47 (54.65%)
£, NO (%)

>65 44 (51.16%)
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EITINE

gk
<65 42 (48.84%)
JR R EIRAL NO (%)
FER ] 26 (30.23%)
Y7 25 (29.07%)
B 35 (40.70%)
REHIHER. NO (%)
B 28 (32.56%)
= 58 (67.44%)
ECOG. NO (%)
0~1 60 (69.77%)
2 26 (30.23%)
WRITHRAR BB NO (%)
5 34 (39.53%)
x 52 (60.47%)
TR, NO (%)

PD 26 (30.23%)
SD 29 (33.72%)
PR 24 (27.91%)

CR 7 (8.14%)

3.2. BEEX 58ESE

25 %% - BUR T (Shapiro-Wilk) G 5 (P < 0.05), B3 IELR AN E I 2% FEFRAR AT & IEAS A, #eR A
HRAEE o HATE . NLR F 47300 2.89, LMR H 47304 3.16, PLR H 4% 135.94, SIT A1 %CH
573.13. SHEHE PATIARE (4TS5 XIE)Y (WS/T 405-2012), PBLC < 1.1 x 10°/L 5 X ik
Egrf T Homib, LRy PBLC HUBUNTE . fKHE LRk, K 7 VLR IEZH: NLR R/K-F4H
(<2.89) 5 mi7K T2H(>2.89); PLR {K/K 4 (<135.94) 5 57K T 2H(>135.94); LMR iK/KF-4H(<3.16)5 7K F
H(>3.16); SIT KK T-4(<573.13) 5 H/KF4(>573.13); PBLC /K TF4(< 1.1 x 10%L) 5 [EH/mK T4
(1.1x10°/L).

33. £ESH

iz | Kaplan-Meier 44743 Wiz E- il 4 ICIs BEE TKIs 1697 1045 B R il §5 52 B3 PFS A OS, 45
PLUAEAF I B 2K 1, ] 2). Log-rank f % 7 A T BT 8 35 JL 4 A1 & i 98 SE 4845 4, I7K*F NLR. PLR
Je SIT ¥ 58K PFS A1 OS #H5<(F 1D, Fl 1(g), K 1G0)&E 20, Kl 2(g), K 23). A, EH/EK
P PBLC (>1.1 x 10%L) W iR B IF (A7 45 R(mPFS: 115.0 K vs 52.0 K; mOS: 272.0 K vs 117.0 K)
(Bl 1G), El2G). BAh, @EKFE LMR (23.16)5 OS ZEKAHK(mOS: 292.0 K vs 165.0 K) (& 2(h)), {HH
HIE] PFS Z5(115.0 K vs 61.0 R)LEGEiH2Em (K 1(h)). R, EBEFELLHEY ZHER . FRE . JE R
JAERAL . AT FERTFERS . ECOG Y434 PES Al OS L4822 (A 1(a)~(e), & 2(a)~(e))-

NN TE R AE AR (%), BESION ICTs BEA TKIs Jo 85 IS T (R) . [ 1(a)~(e) R4 &3 SRR AiE
Sy MERL FER . RN, —E . ECOG 4. K 1(H)~()IRYE /8 3hHT PBLC LA 4N
I REA IS ELAE K F(NLR. PLR. LMR. SID% 2. &% Mk 55450F Log-rank 155 P {H.
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Figure 1. PFS curve for colorectal cancer patients with pulmonary metastasis treated with ICIs combined with TKIs
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Figure 2. OS curve for colorectal cancer patients with pulmonary metastasis treated with ICIs combined with TKIs
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EITINE

PhEh N B ETRER (%), BN ICIs BEE TKIs B 31 GRS TEI(R). B 1(a)~(e)iR#E B FH R LIF IS E
(PER. AW R R IR, BB ER . ECOG ¥4). 1 1(H)~() ¥ TT B 88T PBLC LLA4ME
M A AEA DG LA KF(NLR. PLR. LMR. SI)Z3/E . % #1255 bRit Log-rank 5% P {H.

34. BRARSSERST

I AR Cox [BIVAZ AT IR 1] BERZMA 8 2 TS ISR 2RI PRAFAE A M L 28 REFE AR . Wald K58 Bom
NLR. PLR. SII. PBLC 5 PFS #15¢; NLR. PLR. LMR. SII f1 PBLC 5 OS #3%(# 2). #—HELH
# Cox AR, TRV FES. JARMIRRAL . B & BCOG WL IRIKIFIES, 7
BN _ERBATESERR, 4TS PFS A OS MM JGH(&l 3). 45REM & NLR. PLR J SII /& PFS (|4
3(a), F3(c), K30, Kl 45 0S (K 3b), K3, K 3g), K 5)RMILERRIZE. &KF LMR KN OS
AL ARAP R 2R (5] 3(e), 1B 5)0 VRN SR G2 R IRAS B R BEFR AR, 7K1 PBLC 5 BE A 93 f AH O (14
3(h), K 33G), K4, K5,

Table 2. Univariate COX regression analysis of prognostic factors influencing outcomes in colorectal cancer patients with
lung metastasis treated with ICIs combined with VEGFR-TKIs

52 2. BEZE COX BN HENE ICIs k& VEGFR-TKIs ;8T A E R EENTERE

Tt AT BAH
HE B H R4 Sy
HR (95%CI) P HR (95%CI) P
PERI(H vs &) 0.759 (0.483, 1.192) 0.231 0.717 (0.443, 1.161) 0.176
ERE (> 65 vs < 65) 0.641 (0.403, 1.020) 0.060 0.756 (0.468, 1.222) 0.253
JR R g B AL 0.344 0.687
Ve S 1.00 (%) 1.00 (Z%)
Yok 417 0.721 (0.400, 1.301) 0.277 0.933 (0.505, 1.724) 0.825
B 1.085 (0.642, 1.835) 0.760 1.186 (0.674, 2.087) 0.555
BT HRGE vs ) 0.994 (0.617, 1.602) 0.981 1.135 (0.691, 1.866) 0.616
ECOG (0~1 vs 2) 1.036 (0.642, 1.671) 0.885 1.032 (0.627, 1.700) 0.900
NLR ({&7KF vs mi7KF) 1.904 (1.210, 2.995) 0.005 2.028 (1.264, 3.255) 0.003
PLR (f&7KF vs =7KF) 2.039 (1.287, 3.231) 0.002 2.092 (1.303, 3.360) 0.002
LMR (/KT vs @i7KF) 0.659 (0.418, 1.037) 0.071 0.480 (0.299, 0.772) 0.002
SII (flk7KF vs mi7KF) 2.560 (1.610, 4.072) <0.001 2.716 (1.649, 4.474) <0.001
PBLC (/K vs Fi7KF) 0.290 (0.170, 0.495) <0.001  0.263 (0.155, 0.446) <0.001
a 1o b 10 c 10 PLR d 10 PLR
-1<135. 94 ~1<135. 94
0.8 08 0.8 ~12>135. 94 08 ~12>135. 94
x x
# 06 ooe # o8 B ooe
B z x P=0.003 |% P=0.003
g 0.4 o4 g 0.4 x o4
0.2 0.2 02 0.2
0.0 0.0 0.0 0.0
0 200 400 600 800 0 200 400 600 800 1000 0 200 400 600 800 0 200 400 600 800 1000
B V7 i 1] (R) B v e R (3R) B 7 i 6] (R) B V7 i 1R (3R)
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Figure 3. Multivariable COX proportional hazards model for PFS and OS in colorectal cancer patients with lung metastasis
treated with ICIs combined with TKIs

[E 3. & ICIs Bx& TKIs ;AT E ARt BEE L E R COX LLFIMEAZRY(PFS 1 0OS)

REHNBEAVRTT B 305 BN TE) (). 14 3(a). 3(c). 3(f). 3(h)%»%I8 NLR. PLR. SII. PBLC %I PFS
A2 14 3(b)s 3(d)s 3(e)s 3(g). 3(i) 4378 NLR. PLR. LMR. SII. PBLC X} OS KI5, &1 KR
PSR SNRT ) PBLC LLA AN & AEFE FR(NLR . PLR LMR. SIN/K T3 2 o % #2855 briE Wald 1656 P 15 .

TR SE (N=80) HR (95% CI) P
A (5) 39 =% !
R () 47 0.922 (0.558-1.523) + 0.751
EEH#>65 44 5% !
<65 42 0.668 (0.392-1.139) .._:. 0.138
JR AR (45 ) 26 P :
JRAE BRI (55 1) 25 0.742 (0.400-1.375) o 0.343
R REELL (B 35 0.992 (0.555-1.773) -f—- 0.978
REMEAHE (B) 28 &% 1
BT () 58 1.027 (0.6051.743) -Ib—i 0.921
ECOG (0-1) 60 2% |
ECOG (2) 2 0.860 (0.509-1.456) -c:—- 0.575
NLR<2.89 43 e =1 1
NLR>2.89 43 1.892 (1.185:3.022) :-—o—- 0.008
PLR<135.94 43 =% 1
PLR>135.94 43 2.046 (1.277-3.278) :.—.—. 0.003
SI<<573.13 43 =% 1
SII=>573.13 43 3107 (1.767-5.461) : U — <0.001
PBLC< 1.1 2 Z% |
PBLC>1.1 60 0310 (0.176.0.547) . | <0.001
0 2 4 6

Figure 4. Multivariable analysis forest plot of PFS in colorectal cancer patients with lung metastasis treated with
ICIs combined with TKIs
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Figure 5. Multivariable analysis forest plot of OS in colorectal cancer patients with lung metastasis treated with ICIs combined
with TKIs
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RS SRR R . ECOG V40 RO NBEAL, THEZIRFARIE G HR. B 2k
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3.5. R

fE A R FH A8 HARIERAES 5.0 iit(Common terminology criteria for adverse events, version 5.0,
CTCAE 5.0)0 AN RS g AT 1 s A= B AR 7 o (2 A B2 G 10T I 45 B e it e #e S v, 3t 34
BT (9.97%) HIL TRAEs, ot 19 4 858 (2.64%) K E 3~4 2% TRAEs, ‘FEUAIT M. Hr, SRk
AN R F - (Immune-related adverse events, irAEs) AR ZEVENG 26 (O LR FIRE 283, FFS2RMEH ICTEs H4h
THE B R R e B s S PR ESE T rAEs (Bl 4 2 9 GOLR 2 1L B RERDEL 1 ). Ah TKI
FHRA R R BJR W, BFES L. FREAIE. EAK. EIERFEMHSE, H[anTEiEr 7ol
MAIFFCE 3).
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Table 3. Treatment-related adverse events

3. ATHEXARENR

YRITARRA R4+ 14 2% 3% 4% RAHE

GiE 15 3 0 0 5.28%

HHER 13 4 1 0 5.28%

Ga PV fili 5 9 1 4 2 4.69%

FRAR I T e st iR 14 4 0 0 5.28%

F LB 8 6 0 0 4.11%

F R 10 5 0 0 4.40%

z7 26 2 0 0 8.21%

B A 20 4 4 1 8.50%

EINES 6 2 0 0 9.30%

JF T g S 14 3 0 0 2.35%

GV R 98 10 2 2 0 4.11%

Tyt OIS 0 0 3 2 1.47%
4. Wig

AT ST BB 4 86 Bil#E52 ICTs kA TKIs J677 HI4E B e Mliss s 3%, F M NLR. PLR.
LMR. SII ¢ PBLC 569797 RMAH K, 487 1 HAE N4 Bl it i 7 588 652 S e BR-5 10 T IR 20T
JE bR ER B AENE

AHIFCH IR LA Wb B TN K e SR B VR TT T SR R . NLR Al PLR B2 45 BT [9]5
R EETT [ 10] 8 CATAR B4, (B HAEAH 7T (kW 85 XU e 5 BEAE I FE AN ], X B T ARG YT
BRI ZE . RS T F 208 M s YV E - PUMIR, T ICTs BXG TKIs 7 5 e ik 1 45 it eg G i
TUIREE 5 H0] I8 A B W R B e, mT 5 S50bs 254 45 IS 1R DG B R FE R AR AR 4K . PBLC AF A [ BRATLAA 47
PORBHIFERR, AR R ZIE YT B BN 2 iy T B Al Ay 7 BB V6T, 1X 5 1CTs B4R AL T )
RetEMR 4B M Z DA G . thAh, LMR AR TS OS REMK, X —IGRAE RGBT 5T i Dk
iH, R TEEIRIT BN MR B S Sh A . AHIE SN B AR AR A TR A X A B TR T IR
NBERRE et 8 bs,  HN R IR VR IT 77 BT MR B . AEhZ 5852 HAlGe 7 07 2 B X E,
Ak T itk — 25 WA HAE AN R A YT 77 %8 v (R B AR Pt A1 18

NLR.PLR Al SII ZKFF+ 542 PFS F1 OS AL fE s R 3 A 7 2 K 35 Cox [FJH 27~ & 7K F NLR
(>2.89) 5% Z ] PFS (HR = 1.892, 95%CI: 1.185~3.022). OS (HR =2.022, 95%CI: 1.233~3.316)#1<. HAE
A By SRR I TR AR, B 2 ORI FEUF 572 45 LV i (1 2 7 9005 P00 A1 F-[6] [11]. NLR FH
E5ARNRIGIRE RBZEA G, HAT AR BE R M A -5 42 8 28RE S S ANk 20 P D) Re 1), DAURy
REAE B4) oo AP S5 308 3 RS 200 B D S 2 10 ) 30 B AR e R gk RR [ 12] [13]. %7K PLR A1 SIT
TRARTE. —I Meta 73 #r#5H, PLR 2 EEHUA ARG OS WIS IRIAR R 14], FIELENLH] ] e
5 i /NI R BB A S SR K. —IUR T R CRC HIBFFLR I, X ST A fERE & B
X E AR BB ST A A R SN A, HETAT A TS [15], X 5 IRATHIAT 7845 SR 2 AL, (2 N FE
B e — PRI

PBLC {E N & H o<t e bR, =7k P PBLC (1.1 x 10%/L)5 CRC £ #E{1{] PFS (mPFS: 115.0
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R vs 52.0 R)F1 OS (mOS: 272.0 K vs 117.0 R)yfHK, HZHZESHHN 7 HM LR /EH (PFS: HR =
0.310, 95%CI: 0.176~0.547; OS: HR = 0.240, 95%CI: 0.127~0.452). 45 B IR iR v, bk B4 e 0 2
(W1 Tregs)i@iL 73k TL-10 {E3E G2 P S R A2 16]; PBLC Fh il BESR/N RN T 4R Ad T4 35 0,
BEMT G 58 ICIs J7 3K BEAIRYT 77 S0 TKIs il i i) g 8 A2 i, R E 40 B B34 T Ik E2 40 B (Cytotoxic
T lymphocytes, CTLs) A 8 SE R IZ e & 1CTs 197 34[17]; #t— DR & PBLC B E MEEZ BB AR
7 TG BB A . FEAR/INAH M e A 7, e 208 bk EXL A4 o 280 v TS B8 47 PR B 8 VR 97 L[ 18 ]

% LMR (>3.16)f0 5 OS ZEKAHFK(mOS: 292.0 K vs 165.0 K), 15 PFS JoiR 3 Chk, X ATRE st T
AT T L/ 50 4 L e g S 2 R A XU LR F o AR 45 L T, A AR T Ao R Y M2 B A
WEY A EE R 1 (Sphingosine kinase 1, SPHK 1) FH 14 (17 it J83 AH 9< 16 41 ffd (Tumor associated macrophage,
TAM)IEIT BE NOD FE 52 ARF4ER [ 45 3k AH 5S¢ B8R 1 3 (NOD-, IRR-and pyrin domain-containing protein 3,
NLRP3) 4 i /MR A 48 M 2518 (Interleukin-1 beta, IL-18), 55 CD8+ T 4HMuFE, ML Gzl
H[19]o AHFEA ST S5 TR, EAAZ/ E MR A0 Bt P ) i 8 /47098 1) ML 2 2R I A, -8 it oo 40 L A M 1
Z 5 Hi R [ N [20]. EFRATIBEFCH, B/KF I LMR $&7 5 4 36797 340 (B m SR I E K A=
FEMAERIRG R )

AW E X387~ 7 NLR. PLR. LMR. SII Al PBLC %425 52 4 B & VA I 10 25 B s i 7 5 2 1 1
JEE, HEE S B PR HEIR YT B9 T AR . A FUAELE SR IR, R AR R H/INN = 86) H AL
[ BT dhAh, m R EHERR (341 B 86 BN i) 2 FEUER AT, HARAEFE T 2R
Fr>2 I, FARRRIRES ST 2 PEARX SO . i DA R EA e e . ™ A R B E— MOtk 22
M G5 SE AT I AR, TG 80 5 22 EAHERRAEAb o 1K (i £ TT R {45 A 450 1 B8 5 TS AL T
FSEH T, RTRES W AE AR BTN S . RRTFY R R TR ATIEN: 2 J 0 A
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