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fEE RESEEF Bt TKI8T Ei#HEEGFR
T790M 32 2% PR 14 e HA R 958 B 77 30 40 #

FAh, AR
(R BRI H0 PN % 001 = Fe 25 71, 24 & /8 230031)

WE: BR Wi E£8 RIAZ A 50 ah 86 R B B 475 A (TKD &7 e R R AERKREF
(EGFR) T790M % & [eME B B R 69 16 RT3, ik BB AT 2022551 A—2022 5 12 A B $ R FE3RAF
901 E B8 49 954 TKI 3477 J& 3 & EGFR T790M R % A 8 50995 71 FoH, VARG T 7 ik Bk 5 A g aa
(4741) I (484)), ATRLAAEZITEH G IT, MRLLEA R ah Lk 153 A 240807 . *Tm2is
JRITE, WrAREY . wIRT . A, RRREREAGY, HER IR EIRIEH R EINE FRY
BT AR (P<0.05), VARG A/EMAMA R G 19K B 21-1 F B, #BEFIR 125 KT o) 243 K T e
(P<0.05), LA IT AT /G fn/E WA R IRTF . Ak A e dm e £ K IR T /K- 09 283 K TaH84e (P <0.05),
WALLE T WG B RA e, CD4FCDS /KT 2K T (P<0.05), MLALEFRRERLELEF
whir, ZFRGHFENL (P>0.05), MBAELFFEZTARA (P<0.05), it FEFRRREEA LS
55 TKI 97 J6 3 & EGFR T790M R % AL A5 77 A bn, TTHREBE @k, AV @B T, BAarg
AREMRTF, e TE, BTRRKAESY,

KR . MR MTERR ; iR it BEABER IR A s AR AERETF ; TTOOMEE 5 16 RJ7 2

RESES . R734.2 SCERARIRED . A

Clinical effect of almonertinib combined with sintilimab in
treatment of advanced EGFR T790M mutation-positive
lung cancer after progression on TKI therapy*

Yin Wei, Chen Jun-jie
(Department of Pharmacy, The 901st Hospital of the Joint Logistics Support Force, Hefei, Anhui 230031,
China)

Abstract: Objective To explore the clinical effect of almonertinib combined with sintilimab in treatment of
advanced epidermal growth factor receptor (EGFR) T790M mutation-positive lung cancer after progression on
tyrosine kinase inhibitor (TKI) therapy. Methods The medical records of 95 patients with EGFR T790M mutation-
positive lung cancer after progression on TKI therapy admitted to our hospital from January 2022 to December 2022
were retrospectively analyzed. They were divided into a control group (47 cases) and an observation group (48
cases) based on different treatment approaches. The control group received almonertinib, while the observation
group received sintilimab in addition to almonertinib. The clinical effect, tumor markers, cytokines, immune
function, adverse reactions, and overall survival (OS) were compared between the two groups. Results The disease

control rate and objective response rate of the observation group were both higher than those of the control group

Wk B . 2025-02-19
*IEETH RS TAMRZE D S TARRRMF T SE (No: AHWJ]2022a010)
[FEAEVEE | BRERA, E-mail: 174302706@qq.com; Tel: 13625694747

15 -



EBREAE

4135 %

(P < 0.05). The differences of the levels of cytokeratin 19 fragment 21-1 (CYFRA21-1) and carbohydrate antigen
125 (CA125) before and after treatment in the observation group were both higher than those in the control group
(P < 0.05). The differences of the levels of vascular endothelial growth factor (VEGF) and basic fibroblast growth
factor (bFGF) before and after treatment in the observation group were both higher than those in the control group
(P <0.05). The differences of the levels of natural killer (NK), CD4" and CD8" cells before and after treatment in the

observation group were all higher than those in the control group (P < 0.05). There was no statistically significant

difference in the overall incidence of adverse reactions between the control group and the observation group (P >

0.05). The survival rate of the observation group was higher than that of the control group (P < 0.05). Conclusion

Almonertinib combined with sintilimab is effective in the treatment of advanced lung cancer with EGFR T790M

mutation after progression on TKI therapy. It enhances immune function, regulates cytokine profiles, decreases

tumor marker levels, demonstrates good safety, and prolongs patient survival.

Keywords: lung cancer; almonertinib; sintilimab; tyrosine kinase inhibitor; epidermal growth factor receptor;

T790M mutation; clinical effect

S i e DI il UM IR, R R iz i 2
UG, TCEIA T AR T R B KA (epidermal
growth factor, EGFR) —Ji% SR TR R 7R ( tyrosine
kinase inhibitor, TKI) & EGFR % 7% i I fili 83 i) — £&
RTS8, PTG 300 ol s A T 7 L 2% i R EL B
HIG)T WIS I, 2808 o B R Y 2
o 50% ~ 60% & & i 25 L O T790 A2 515 , il
TR RICR W] IR RIS By 5E 8 J2 26 3 X EGFR-TKI,
A BFFEIESE , BT 3685 JE 1] 2 % EGFR T790M %€ 7% [
ERUARE | AN N e e B e g & SR
FI BB nl i o 5 R E P SE T 22 AR -1 (programmed
death receptor—1, PD-1) 4% £ 41 il i % 5 1Y Bt
il IR S 5 IV 25 B, fiE 1B SR 5 T AR I A A AR R
TIRE , DT A HE4T0 I ORI, [ AT Bl 5
B e Bk A 15 il R 50 BT % TKIL IR 97 )5 3 R EGFR
T790M 5 742 [FF 14 5 10 s 5 #4412 308 452 2> o AS B 5 ] Jot
P o3 P B R G BRI ROR L O IR 2530 9T TKIAR YT
J& UEJE EGFR T790M % 4% FH A i 0] it i 2 {46 2%

1 ARSI

1.1 —HXs
] JAR PR 3 A 2022 4F 1 H —2022 4F 12 H B B4

B 35 BA 565 901 B= g Wi 34 /Y 95 i TKI 36 J7 ) it Jie
EGFR T790M 28 48 A 8 35 (9 I 55k, DAASTRIG
75 N B A R R (47 1)) R ER 4 (48 471]) .
PABRHE: OFF A (A EE 2 2 I 2% 3 23 Bl i
G R 2 97 $a /(2021 W) ) 7Vl 9 19 12 Wi A o
QIR 910 B ~ V915 G432 55 1 8¢ 2 48 TKI KL
WALIRIT A UE R, #0112 4 EGFR T790M %€ 4% BHE:
DF =18 % 5 QARFBIMIEIMEL T 3<2 45 Ol
IRGERL 2R . HEBRbRfE: O A EHMREE . A
J5 A e il B O B A R MR s @A T e Y
TR s OB A W< 3 H 5 @& I i
EREME; O/IFMERLEN; @4 T 1Tk
SR ELE ;. OIFBEENERS DI AR E N A @R A
WFFEIEIT 25400 . A 5T E U I g 2 2 e B
ZE o E (No: 202506002) o 9 4H H 3% 1t 91l 4
B AR WO R IR A B A R ROR
PR L H, & xR, ERB ST
B (P>0.05), AAbtE, k1.
1.2 FHik

X B SRR R iR T . HIRBTSE R e A
(VLo s Ry A BRA A, BHHiES
H20200004, #LA%: 55 mg/H ), 110 mg/iK, 1K/,

®1 PMHEBE-RABILR

) kS b - ALK
AB n B ECE. T BRI RS ke, 32 5)

WV R
XJ REEH 47 37/10 59.32 +10.54 27 22 25 24.95+2.53 24 13 10
pUEZSIE| 48 32/16 56.87 +9.41 24 18 30 24.17 +2.96 31 9 8
X/ tE 1.737 1.196 0.530 1.379 1.830
P{H 0.188 0.235 0.467 0.171 0.410
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LB B 32 A5 A A B IR A BT 2B B IR YT o @bk 134 Zuashit  IRITATE 20 BI A ICE # 3 mL
i 1 200 mg {5 1 A BT CGRINE R LRI 25 A IR Bk, 38 FACSAria [T 293 040 M4 (SE[E BD 2>
AN, E 2S5 HES S20180016, A% . 100 mg/gi) s ) K H R AN (natural killer cells, NK) .
LMo 21 d 9 T4 R, PIABERNAT 3. CD4", CDS"ZiifIK-F-.

1.3 WZRIEHR 135  ARRERRE  ZMBFEICEO], iCxM4lE
1310 W RIF A IRIT R X R T RCHAT Y, ST WA RS2 .

45 5¢ 2 2 % (complete response, CR) . 5k Fa i€ 136 A&55H  WEKIRITITIREY, Wit
(stable disease, SD) . #P 4> 2% fi#t (partial response, . N2ERSEEME MY, FE24F, D3R a8
PR) P ok (progressive disease, PD), % 2% HAEW] (overall survival, OS), DA £ 3 30T 8 fif 15 A5
fi#t R =CR 4 FL+PR 5 G, B 5 3 =PR (5 H+SD IR N2 G

B H+CR (5 1.4 Sit¥A*
132 #rmAeEY R TIWRITRIE RERE B 4> BT R FH SPSS 25.0 G5 20k o 50 Rt

5 mLEKIM, LL3 500 r/min 8.0 15 min (5.0 2142 PIMI R B (%) o, A K% ; T
10 em) S U VIR, GE G I R AR M ORI DAIB = AR 2E (xxs) Hom, BT KB
M EH 19 B2l-1 OB (cytokeratin 19 Kaplan—Meier mow AL, R Log-rank X’
fragment 21-1 fragment, CYFRA21-1) . HHZREPHrJ5 125 K. P<0.05 hZERAGIE L

(carbohydrate antigen 125, CA125) 7K, 5 & 5 Q:!:%

JE 1) AR AR W HOR B A7 IR w4t -
133 @mieBT JRITRIE R FE 4 mLE 21 WAIGKTREEE

Joc L, RO i BT, e R A R RS L S B Atk E A
K I 1M 48 9 B2 A= K B F (vascular endothelial growth B, ERWA G E L (x*=4.635, 5.185,
factor, VEGF) FIBIE MR LT AE AN AE K AT (basic  p_0.031. 0.023) . WLEE L 145 0 1 1 22 I 7% WA 22
fibroblast growth factor, bFGF ), {70 & h J& [ iR AR RS T X EH, W2,

P AR A7 BR 2w B a5 &

®2 MWMARRKTHEE H1(%)

251 n CR PR SD PD H MBI P il 4
X B2y 47 0(0.00) 20(42.55) 7(14.89) 20(42.55) 20(42.55) 27(57.45)
WELZH 48 0(0.00) 31(64.58) 7(14.58) 10(20.83) 31(64.58) 38(79.17)
2.2 WHEBTIEMEREMKENTHL B gt L (1=18.083. 46217, ¥ P =0.000) .

PIZHIGYT AT CYFRA21-1, CAI125 K FIbEe, & W3,
LR, ERBELITFEL (P>005). Widlis 2.3 WHERTAIEHAEEFHEL
J7 G CYFRA21-1, CAI125 K F LA, & ks, 22 Wi 2036 J7 Bl bFGF . VEGF K F [ 8, %t 46
FYE G E L (P<005) ., PHIRTHE 8, 22851 (P>0.05). WABHFIR
CYFRA21-1, CAI25 KPRy ZHE L, &k, J7J5 bFGF . VEGF KV Lh#, &k, 2734
ZEFHHGITFE L (P<0.05), WEABIFRIE  SIF#E L (P<0.05) . W4LE & IRIT AT bFGE |
CYFRA21-1. CA125 7K F-Hy2ZH KT XA, X VEGF K ZH L, Ztkes, Z5¥A5%1T

MY BT 53697 5 CYFRA21-1. CA125 /K [t R (P<0.05), MEAIRITHI G bFGF, VEGF
B, &tkE, ZRWAESITFE X (1 =8.646, TKB 22 YR TXF M4 . X BB T SR 9T

28.671, P =0.000), WMEHIRITR SIBGIT G JG bFGF . VEGF K- He#, fikls, #5BA%
CYFRA21-1, CA125 K FHeds, &k, #531 P E X (1=12.800, 22.943, ¥ P=0.000), W%
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HIRYT T 51897 )5 bFGF . VEGF /K F bk, 4tk P=0.000). WLF4,
g, ZRMASIFE X (1=18.598, 34.828,

*3 FWHBEEEITHIE CYFRA21-1.CA125LkE  (x+s)

payiiEe| 47 171.03 +20.87 139.16 + 14.25 31.87 +4.65 138.73 + 14.65 67.43 +8.72 71.30 +8.25
pUEZSAE| 48 17591 £ 19.42 116.23 + 12.07 59.68 +5.84 133.21 +15.76 23.54 +4.68 109.67 + 11.72
t{H 1.180 8.469 25.643 1.767 30.655 18.416
PH 0.241 0.000 0.000 0.080 0.000 0.000

R4 WHEBEEFTHIEOFGF.VEGFKELLE (x+s)

Xif B4 47 25.72 +3.29 17.28 £ 3.10 8.44+2.19 528.41 +55.98 307.52 +34.97 220.89 + 25.73
WELLL 48 26.74 +3.85 13.25+3.23 14.49 +£2.78 535.29 +53.15 232.45 +28.36 302.84 +31.76
H{H 1.387 6.202 11.767 0.614 11.503 13.802
PiH 0.169 0.000 0.000 0.540 0.000 0.000
24 WHBTAERENERNTL 4L . CD4" F1 CD8* /K 1 22 (H ¥ K F X IR 4L . %)

PI4LI6 )7 0 NK 41l . CD4* Fl CD8 /K - e 4% MALIRYT AT SIA Y7 5 NK 4 . CD4* Al CD8 /K- L
Sk, BRWEGHFEEN (P>005), FMH B, @k, ER8A5%ITYE X (1=4629,
JRIT G NK 40 . CD4*FI CD8 /KF LL e, 48 1 i, 7.815. 6.877, ¥JP=0.000), WEHIGIFHT H5IEIT

LBWHESZITFE N (P<0.05), MAARITHIG NK  J5 NK4I#fl . CD4"F1 CD8/K-F-Lh#s, &k, 2%
0. CD4*FICDS K EMIZM L, &k, 22 FHAZRIEEX (1=7.681, 10415, 10271, ¥
SYAEGFE L (P<0.05), WMELIGITRIGENK  P=0.000). W5,

R5 FHBESTHIENKAME.CD4FICD8 KELLE: (%, x£s)

XHRZH 47 13.93+£242 16.87+3.62 294+0.75 3026+4.34 3840+5.67 8.14x1.76 32.63+452 27.04+326 5.59+1.42
WL 48 13.15+£273 1932+485 6.17+1.26 31.72+4.88 4429+6.79 1257+3.42 3128+4.10 24.13+2.54 7.15+1.89

{E 1.473 2.786 15.142 1.540 4.584 7913 1.525 4.859 4.541
PiH 0.144 0.006 0.000 0.127 0.000 0.000 0.131 0.000 0.000
25 WAHAARRKALEE 2.6 TR
WA RN Bk ERILE, &R, 2 BE 247, XFRRALAFIG 176, AET-304), £7
SHG ¥ E X (x=0252, P=0.616), W36, K 36.17%, WMASAIAFTG 28 6], FET-20 ], %
TN 58.33% ., MR A 0SS 174N, WS4
#6 MABETRRRMILE #1(%) F220H o PR BAEAFINZ L, 28 Log—rank X
R RS (% R ARG (TS, P,

SHHRZEL 47 2(4.26) 1(2.13) 1(2.13) 2(4.26) 1(2.13) 7(14.89) WUEELH AR A7 A 0 T 0 IR A Jr'lzll
WS 48 3(6.25) 2(4.17) 1(2.08) 2(417) 1(2.08) 9(18.75)
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EGFR X 58 45 Sy fili g8 o UL A 3K 8l [ 3R =2 —
AR, TKI R Joii 24 58 ) H EGFR 5842 i 6 11
i 9 B 0 — SRR T 7 B8 AR MHIA YT WA T 3 A AR
H Ak A 25, Hop R T790M 28 78 BH A 5 | 11
RAFHEN 25 15 60% £ 47" H A, BEA 41 254k97 R
TKIJAJ7 5 #F B EGFR T790M 2 7% BH 4 i 303 il 48 £
R T % AR RO AR IR Ak B R
R ] G R B PR R B 1] 9B YT EGFR T790M 28
A B B 5 3 AR TKL B T2 B F I K , BE % 3 5%
EGFR 5 TKI f 45 & 68 77, 3 i T790M 3t P 28 7% 5 | 2
R W A = Tl T R S R g U e SE R JE Sl A 3 AR
TKI, X} EGFR T790M %% A5 PH 4 i) 6 #8145 St 45
L B 25 B AT $2 TF EGFR T790M 58 7% BH 4: 6 19
it 958 4 i R 25 R, AELIE B TR T TR I 09 A G T 245 4L
AN AT sk A, FLALE v] e LR LR LG gk
M EFGR 2848 4 W B I, T2k — Fh A 2L 7 %
FH DL B AR i A B BT 97 TKLIG 97 J5 #F 8 EGFR
T790M 5 7 BH P B 1973 fii 95 EL A 5 22 1) i PR A S

ARBFFEEERob, AR T G B WS R
P 4 R, AR s BT 38 B JE Bk A A R ST
A AR T R R IR RO . AR AR, B
LR e — 7 i 2 it BHLIBT EGFR 431 PN 1% 22 R Tk i 11
H S BRL, 5 —Jr m i EGFR — R A1 JE h S
EGFR 093035 , MBI INK . AKT H1 MAPK 45 H
fib 3 B A5 5 e, A b R AL 0 ] R 2 R
R R2E. CBAFESRE, A BT
SR 5 3 R BT T 3 i 45 S PD-1 R BEL B H &%
B, RRALA R R RIE N, JFRe E

G R G0 I TR A B B R A s, RE S A A
i J e A R3S BE L DN B R YT RBOR ., otkiE
SR AE DR BR SPGB 25 B R IR YT
EGFR 28 75 B 191 9F /)N 20 1t Bl 8 F8 By s by, nl 4
FHEHE RPEUIRE, BRI AR S YK, 5D
FEMEM L. A GRS LB, VEGF. bFGF ¥Jfi
A5 BT b g A 2L T8 AR L A G A i s 1 %
J& R A i A A A, CYFRA21-1,
CA125 24 ¢ Ji e 240 M5 1o 6, PR 5 i a2 % 1
JRd i & A L R R IR OGP, e DI RE IR &
A U, FRARZ T AZ 1. PD-1/R% )3 4 41
FET- AR FABCAAR 1R A2 A B T b 200 ff e g ik it , 4
il e Dy g, HE b0 4 ) 0 ) i g Y E 2R LAO
LGP A5 R Won B/ il B CD8TK T
T, W NK 400 CD4 KRG, S yihiasr
Ji, NKZHH . CD4/KF-Fhm, 1 CD8 /KF T B,
HARMFRAREM ML AR R R, WEAE
J7 T J5 CYFRA21-1. CA125. bFGF, VEGF, CD8*
IRV 22 (35 K T % BRZH . 15 2t R 2R BT B 15 44 5
G 5 20 M I 25, 3l i JRE 2L 2 AR i URE i 9 A
B, DT TH B e e VR R, 45 s ML 4 92 % ok
S s K B R 05 VR R, 2 A R A e e A S A
4P 5k, FEAK CYFRA21-1, CA125. bFGF, VEGF
KT, T RETIRE . A B SFPIRE Y 45 R R
2 A BTG B Ab T T S G R ) A0 A
FETRE , VW AH LR, R AR R bR A KR
AR RAREMAAT . R R, WEA LR
R AR, HPAA R R KA TG
Gt E L, ERAASWH By AR K
N, B B SE R JE B 15 il R BT FT 4E K EGFR
T790M 5 A% BH 14 W 10 fili i A6 o8 ZE A7 B) L 2 B
AR BERMAY AN RN . 8 R E 5
7N, TEZIAYT EGFR T790M 2875 P4 W 91 9E /)N 4
it it 98 B 3 rh BT SR e R A B e H B 1) i
PRI 0, {H G 35 iz OS X L JE W I 25 5% .
M AP 5 3 WoR, (5 R Bk & 47 e B e
TH T WS 5 AN R T AR Y, T 2 e R, T e
K0S, SARMR AP,

Zi Lk, B3R e kA A i A BT TKI R
J7 5 32 J'& EGFR T790M 5 4% B e 1 19 i 9 7 24 1
DI, ol st FR A S e DR, Y 40 AR PR B A R
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