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Abstract

Objective: To investigate the prognostic value of sinus bradycardia in patients with advanced gastric
adenocarcinoma treated with sintilimab combined with chemotherapy. Methods: A retrospective
analysis was conducted on the clinical data of 68 patients with advanced gastric adenocarcinoma who
received first-line treatment with sintilimab combined with chemotherapy at the Fourth Affiliated
Hospital of Anhui Medical University (Affiliated Chaohu Hospital) between January 1, 2022, and Janu-
ary 1, 2025. The relationship between sinus bradycardia (SBc) and progression-free survival (PFS)
was evaluated. Results: Among the 68 patients, 16 (23.5%) developed SBc. The median PFS in the SBc
group was significantly longer than thatin the non-SBc group (11.1 months vs. 5.9 months; P <0.001).
COX regression analysis indicated that the occurrence of SBc was an independent predictor of PFS
(HR 6.176,95% CI 2.349~16.240, P < 0.001). Conclusion: SBc is associated with the efficacy of sintil-
imab combined with chemotherapy in patients with gastric adenocarcinoma and may serve as a clin-
ical indicator of anti-tumor immune response.
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1. 518

B A RS 7N KB IR R, R AR DCAE T B = KRR, e rh DU f o 1]
FHAMR IR FEUFARYIBR A E, AR KZHEE BB RIS ok, FRE 7 Ha
ST R[2]. ITAESK, SR A S0 5 (Immune Checkpoint Inhibitor, IC)AIEEECAS 1 3 R VAT, Wk
WO A A& I SRIR 7 i IR FE R W, 164 PD-1 40570 ¥R 97 T 20BN B e 1) — 2R 9R 97 (3]
[4]. 5] g VE Ny —Fh 2L 4 NIEAL 19G4 IRI4T PD-1 S se ik, il 5 PD-1 %24k 45 & I IHT 5 PD-
L1 A1 PD-L2 MAHE AR, I S KPR eI [5]. BF7CR I, {50 P& Ly7 (e 5 A i
I7 R I R BT BORH R (22 A, BN A B R DR VR YT 7T 6] . H R R 2 R 2 R A
PEMIA R, Ehinpe it Wl R g iett . OF e, BipiEdEE. AW R G EMEE7]. K,
OFERER WA OULZE . OEVRE . OEZE ONEE SRS, BEARCHERH I 308 5 1E 5%E
12%, {HTEHRA] 30 KPR PA RO ME FHAH, OERE S T =02 (8] [9]. ST ZER
ORI —M, KZEM TR RN, Aol s, (H™HN W FHEERSUEYT. HAir,
SO NS RS R EA T IRTT B R IT SO R A, IEIR B Z ST A i F B, R,
PRvE SV OB 285 1 e R TS 00 R A B IR

2. AN ERE
2.1. MR

[BIEPE s T 2022 4F 1 A 2 2025 4F 1 A 8 2RI AL 55 DUBH & B2 Be (R ST B ) IR RHE 32 45
A B FUBRE ALY — 2RI I 68 ] i B F IRIR TR . AdbhrifE: O 4k > 18 ¥ @ ALY
RSN B e @ 252 2 DT RNE ARSI ST I — 267 @ A IEREHALL CT N
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BN RO © WRITHTA SR LK, AT R AT O B . HEER AR O FAR
T REREAT OB @ B UANREEER; O DR E . B S RERGIINE . 1%
FCOSRIF B H R R, AW T R B S R e PR A AR B 5 AL ME (L AE 5. KYXM-
202509-008).

22. ik

WS B R RE: AERE . M. B AT ETE 2 (Body Mass Index, BMI). & [H AR H iRt ELHAT
AR ZSPE4> (Eastern Cooperative Oncology Group Performance Status, ECOG PS). & - FEmtycis . Bl iE%
THEOL BAESTROPAL . O H ISR . R IACER B T AR F A R BRI S AT VR T 2 AT 2 8 N L R
KB DIReAs R, vFE RS A 4E B LA (NLR) /MR S itk 40 i LUAB (PLR)  FLIER i 2
(LDH). AR WHO bRl B8 #5087 A4 <65 &4 5>65 & 4.

2.3. BETHOIEG

HRAE SEAAIRT ST RO AR HE(RECISTL.L)HEAT VP AL, 4 56 4 22 /i (Complete Response, CR). #7322 i#
(Partial Response, PR). ¥<J7 £ i€ (Stable Disease, SD) 177 i3k &% (Progressive Disease, PD). 2 M % fi# % (Ob-
jective Response Rate, ORR)E XUNYT AL %] CR B¢ PR [ &3 L], #0545 il % (Disease Control Rate,
DCR)JE X ik %] CR. PR flI SD ME#F LB, MEELTFaR, & 2 NMEEZ CT A7 2. &
1t J@ 447 Wi (Progression free survival, PFS) M G BRA VR TT H A TH 5 25 it Jg B0 T B J5 — K
BEVI IR R] . R KBE VI (R 2025 459 H 8 H.

2.4, 1LEBEVTE

WS SR TEVRYT AT 3 8] A RARE S A I B B . RRR T S R 2 /2 IRRA R SRV O g2
N SBe 41, HA AR SBe 41, MR PFS. MRIER B OB =MELE R IEHOESHE
60~100 ¥Kk/4y . FEME 0B g2 UMD FRIET 60 KI5 .

2.5. GItESH

KH SPSS 27.0 A #AT it 550 M. T EBURILAR ALK (U 4367 20) [M (1IQR)1R s 3BTk LA
B(EDE)FR. BFEESN . EEEHHTRA Mann-Whitney U #8565 702848 &8 /38 R R 5 56
B Fisher ¥5 ik 4 . 1§/ Kaplan-Meier 72221 PFS #f1£8, log rank #4872 LG P 4L 85 1¥) PFS. A COX

BB 5 PES AT AR IR, GFRER . ECOG B4y ALK #H# . SBc kA5 . LLP<
0.05 NERAHGIH2EE L.

3. &R
3.1. BEFE

AT 68 Bl 25 A BT S T — &I B B & T, <65 %~ 20 fl, >65 %N 48 fiil; 5
44 52 ], 2ot 16 f5]; ECOG PS #4): 0~1 434 40 %1, 2 44 28 #4]; PLR. NLR. LDH &5 Efk4h
R 1.

3.2. FAEEIGHRIFEELE:

16 151(23.5%) 3 K 4= SBe. SBc 2H 53F SBc HAEFERY . M. BMI. ECOG #4r. PLR. NLR &7
HZ RG22 (P > 0.05) (W% 2).
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Table 1. Basic characteristics of the patients (n = 68)

1 BEMEKEHE( = 68)

I PRARFALE Bil%(n) EA1 (%)
P
s 16 235
5 52 76.5
GRS
<65 % 20 29.4
>65 % 48 70.6
ECOG PS -4y
0~1 40 58.8
2 28 41.2
A R AR
& 48 70.6
H 20 29.4
NLR
<3.0 34 50.0
>3.0 33 485
PLR
<150.4 33 48.5
>150.4 34 50.0
LDH
<250 U/L 31 45.6
>250 U/L 23 33.8
HI KA SBc
y 52 76.5
H 16 235

£: ECOGPS 43, SEERHME PMEATESIROLITr: NLR, sRYERIAN i/t AR b PLR, /MK 4R
Pfi; LDH, FLERMEZNE.

Table 2. Analysis of clinical characteristics between the two groups

2. MEBENIRREHED T

g ; 4k SBc 41 SBc A .
I PRAEAE (n =52 (n=16) giita P1H
PR (%)] 1.000
% 12 (75.0) 4 (25.0)
5 40 (76.9) 12 (23.1)
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R ()] 2% =0.659 0.417
<65 % 14 (70.0) 6 (30.0)
>65 % 38 (79.2) 10 (20.8)

BMI [M (IQR), kg/m?] 20.38 (19.05-22.56)  20.31 (18.34~22.09) 0.484

ECOG ¥4 [n (%)] #=0117 0.733
0~1 %% 30 (75.0) 10 (25.0)
25 22 (78.6) 6 (21.4)

AR HERR N (%)) 22=0.017 0.897
I 36 (75.0) 12 (25.0)
A 16 (80.0) 4 (20.0)

NLR [n (%)] 2 =1.162 0.281
<3.0 24 (70.6) 10 (29.4)
>3.0 27 (81.8) 6 (18.2)

PLR [n (%)] 22 =0.255 0.614
<150.4 26 (78.8) 7(21.2)
>150.4 25 (73.5) 9 (26.5)

LDH [n (%)] 7 =0.016 0.899
<250 U/L 24 (77.4) 7(22.6)
>250 U/L 19 (82.6) 4(17.4)

E: P<0.05 ZRHSRIER L.

3.3. SREFIOHEEXNER

1 68 1 B A B3 T RGN b, I E BB IA R CR, 1A% PR B H A 14 191(20.59%), 1A% SD )
BEA 40 151(58.82%), %] PD HIHEEA 14 #1(20.59%): ORR 4 20.59%, DCR A 79.41%. J73fEME
slv ECOG 743+ PLR. NLR %577 £ R ILgiih % 5 L (P > 0.05) (W% 3); £ SBc LHGIFE N, K
4= SBe 4L HL A &4 SBe 41197 %CE i (P = 0.008).

Table 3. Factors associated with therapeutic efficacy

3. STYEXHNER

45 [n"(oD/o)] [niﬁ/’o)] [nFE;) . i IP)

TR SBe —2.653/0.008
x 14 (26.9) 30 (57.7) 8 (15.4)
H 0(0.0) 10 (62.5) 6 (37.5)

RN e —1.525/0.127
¥ 5(12.5) 26 (65.0) 9 (22.5)
H 9(32.1) 14 (50.0) 5 (17.9)
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ML —0.823/0.410
7 6 (30.0) 10 (50.0) 4 (20.0)
H 8 (16.7) 30 (62.5) 10 (20.8)
JH 2 —0.802/0.423
7 11 (23.9) 26 (56.5) 9 (19.6)
H 3(13.6) 14 (63.6) 5 (22.7)
51 —0.442/0.658
“ 4 (25.0) 9 (56.3) 3(18.8)
5 10 (19.2) 31 (59.6) 11 (21.2)
R —0.832/0.410
<65 % 5 (25.0) 12 (60.0) 3(15.0)
>65 % 9(18.8) 28 (58.3) 11 (22.9)
ECOG 4y —1.143/0.253
0~1 4y 8 (20.0) 21 (52.5) 11 (27.5)
2% 6 (21.4) 19 (67.9) 3(10.7)
A ISR —0.823/0.410
7 8 (16.7) 30 (62.5) 10 (20.8)
H 6 (30.0) 10 (50.0) 4 (20.0)
NLR —0.571/0.568
<3.0 8 (23.5) 19 (55.9) 7 (20.6)
>3.0 5(15.2) 21 (63.6) 7(21.2)
PLR —0.193/0.847
<150.4 6 (18.2) 21 (63.6) 6 (18.2)
>150.4 7 (20.6) 19 (55.9) 8 (23.5)
LDH —0.956/0.339
<250 U/L 7 (22.6) 20 (64.5) 4(12.9)
>250 U/L 6 (26.1) 9 (39.1) 8 (34.8)

E: P<0.05 ZRARIERE .

34. EmMBEHEXNEE

Fifs B R AL PFS A 6.3 A A (W41 % 3.7~10.6 M H). K4 SBc 454 &L SBc 4111 Kaplan-
Meier #iZk WLIE 1, K4 SBc EE A PFS N 11.1 A (Ui %k 4.1~143 M H), BFKTRKE
SBc E#F (AL PFS 5.9 M H, WU fi%k 3.2~85 1MH), ZRASHEE L HER P < 0.001). A
To R A IR 4% JB 3 (1) Kaplan-Meier #IZ8 LI 2, RIS A5 10 82 PRS A717E B SR 24 (oA 46
P=0.028). fEL4F & COX [HHHr4, WHEFER. ECOG ¥F4. M AA kA SBe, SBe kL

F& PFS [0S T 5] 7 (HR 6.176, 95% Cl 2.349~16.240, P < 0.001). W% 4.
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Figure 1. KM curve analysis of PFS in patients grouped by the occurrence of sinus bradycardia
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Figure 2. KM curve analysis of PFS in patients grouped by the presence of abdominal metastasis

2. BRKREEEFEBIEBE PFS Y KM BiZ 5

Table 4. Multivariate COX regression analysis
4. 28 COX BlYFSHR

PSS HR (95% CI) P {H
BTG KA SBe 6.176 (2.349~16.240) <0.001
[t 0.584 (0.322~1.060) 0.077
R 1.383 (0.729~2.625) 0.321
ECOG ¥4 0.748 (0.416~1.344) 0.332
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4. W1ig

S Eks 2 s (Immune Checkpoint Inhibitor, ICH)ZEIR R b2 N THEAETRYT, J7TRCEE, BN
WA B e 10— 29T T &, (HEIB A SR T — R A1 G A R FE 4 (immune-related adverse events,
IrAEs), M4RTHFR A ML LR ifAEs AT F L, irAES 5TJR IR RMRIFAL, AW RE EHE T %
AT B SBe 5T R R[10] [11]. AR FTHRIE 1525 A BHU S A yT — 8B 97 I B e
S SBe R AR 2 RO TS B TR B o 7EREAE SCRRAROE S AR DGO R A R R R AR R
WAL 5%%F] 12%2 [A][9]. AW AN 68 B E#E F, 16 1(23.5%) % KA SBe, X A5 & W7
PRIT O AL L BE DT I TR) R IR SRR R G 5% o ICT A A S i 16 97 ik 8, ol IR 2
HHH 15%~60%, Fir LAFHRA MME R TS R ROy E L [12]. BEAE 2 Wi 50K NLR F1 PLR %5414
M FREAR LA AT LLVE AL B i (5 B I R 2 WA RS [18] 0 X2 RN VF 22 RAEN BT AT DM BE L& A2, 155
Y S AR R DNA Fif5, fill & SIE RN, SEELES, BRIERE RN S E RN E, (et
(e, e IR PhRT I FE FR 2 [14]. A Aldemir 25 A4RGE 7 IDEE 5, A PLR FEAEL
JEA B e R TS [15] . ARBEFU LA A B BRI, 4% PLR 4324 PLR < 150.4 1 PLR > 150.4 P4,
R ER S EHE AL, PLR A0 B B E TG . AT K-M i 7 b 45 R A R R AR I s i R Ak A=
SBc & 1) PFS fAAE W AL S, HAE 5221 COX [l 43 #r FhilESE | SBe & 4 72 PFS (A7 Tt R 2R
MG EBAES R R B R RN, TRERFAREARR/N, RS KA R — S5, M
A2 TR IE TP AHAIESE T RATHAF L4558, irAEs IR A& B3 GAC 16N HIVFZ I ICI A7 1) K 45 Tt
[K¥, irAEs k45 PFS [SEK A 5[16]-[18].

$252 1CIs YA I7 [ RE SR 265 A A IrAES 8 2 ol T v Jed 40 Ff 52 8 PR S 5 T R AL, Xt
JE AL = AT R N Al g2 S8 T RS R dif, i ant IE 5 80 A G R s, RIS 1
P55 2 4 A ] BRI X e AR MR AL [19] . 2 Tl R SR BH irAEs KA S Mg TS ASS, WiLlul, Xing K
2 NRIE irAEs (JUH 2 J92) 5 T 40 g 1) 7l IS A 95 [20] . Ando 25 N R I, 1E 108 4412 gl R G F ik
RIS PAPTIARTT B B B, irAE 5 PFS I35 (HR, 2.08; 95% Cl, 1.34~3.21)fH5%[21]. Joseph L 25 A\ &
B, RSO R SR TG AIDS, ORR B E[22]. AWFASE RIAESL TiX— &, K4 SBc B &
HINTUS AR SBe TS, R nas irAESs (1 W R oG4k .

AR FAFAE— LR L 2 b (1) X TG ANEARR R 7T, KEEHERRZ RN E,
WA WIEA Rl 2 it ATIEPEBASIRR FEATIONE, R THAE SR AL 78, Jd i A DU A8 5 1035
(1 Sy oA sl i R 1SR AR R I CE L (2) BTN T BEAETE B & S i it B e 38, SBe 5
BEAE B s PR 73 £ TOUIS IO DS 75 L — DR o FRATTBIE T AR SR I P MR e A= et 7, SBe ot
TR EAITIRIT B MEST RO BAME A Fe it — P I0E, € R RE 2 Ul HARAR 58N 51 SR SBe 7E HoAth
i 98 P TN

EEMA
LA mR B AR EIE AR E (WH %% 5. 2023AH050687)
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