u|

oy

e PR =

DI ES

Chinese Journal of Clinical Medicine ISSN 1008-6358
CN 31-1794/R

WA B Z ORI B BB R I S BieT SRNs R 2 R a0 SRk 1 IR i
AR, B, RIS, TR, TN, MR

FIHAA:

B, SR, Z, F. KIS S BRI B g i 1 S IR T SRS 2 IR SR R (T]. R I R R 2
, 2025, 32(4): 703-709.

LI J Y, QIAN R, JIANG L, et al. Immunotherapy strategies and pharmaceutical care practice on a long—term
surviving patient with advanced gastric cancer and mismatch repair deficient[J]. Chin J Clin Med, 2025,
32(4): 703-7009.

TEZRI7E View online: https://doi.org/10. 12025/ ). issn. 1008-6358. 2025. 20250054

ST BRI BRI At S 2

Articles you may be interested in

T LR AR E VEAE B a7 1F F o AT ek e
Advances in the effect of microsatellite instability on treatment of gastric cancer
HRE I R B 272, 2022, 29(5): 864-869  hitps://doi.org/10.12025/j.issn.1008-6358.2022.20220405

GIME 1 9 VS0 R OIS 53 5L IR 56 B AL R 1 45 T e RE S B VR T RCRA T3 1) T AR (L
Predictive values of peripheral blood inflammatory parameters in the efficacy of immunotherapy and prognosis in patients with
proficient mismatch repair metastatic colorectal cancer

I PRS2, 2024, 31(3): 379-388  https://doi.org/10.12025/.issn.1008-6358.2024.20240374
1 PR T2 PR J e S5 VR T Th AR AL ) 5 v P S

Mechanism and strategy of regulatory T cells in pancreatic cancer immunotherapy
HR NI RS 2. 2022, 29(6): 10461051 https://doi.org/10.12025/j.issn.1008-6358.2022.20211740

N R AR TR AR /N A e £ A A I G P 40 ) 4 N ) R
Clinical efficacy of first-line and second-line immunotherapy in patients with non-small cell lung cancer and their effects on
peripheral immunosuppressive activity

I PRS2, 2021, 28(3): 342-347  hitps://doi.org/10.12025/.issn.1008-6358.2021.20210511
Ji R AN 358 HR S B A T RONE A T S0 958 VR T SR (1) 5 e

Impact of immune checkpoint glycosylation in the tumor microenvironment on immunotherapy strategy
FR G R BE 2. 2024, 31(1): 126-132  hitps://doi.org/10.12025/j.issn.1008-6358.2024.20221272

it A S r PR A I 0 SR P B LA SR e v T TR AR FH B T3t
Progress of heterogeneity of tumor-associated neutrophil and its role in immunotherapy
HhE I R B 272, 2024, 31(6): 990-999  https://doi.org/10.12025/;.issn.1008-6358.2024.20240509


https://www.c-jcm.com/
https://www.c-jcm.com/
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2025.20250054
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2022.20220405
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2022.20220405
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20240374
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20240374
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2022.20211740
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2022.20211740
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2021.20210511
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2021.20210511
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20221272
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20221272
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20240509
https://www.c-jcm.com/article/doi/10.12025/j.issn.1008-6358.2024.20240509

T EIGKEZ 20254E8H #32%  H4i Chinese Journal of Clinical Medicine, 2025, Vol.32, No.4 703

DOI: 10.12025/j.issn.1008-6358.2025.20250054
CSTR: 32417.14.j.issn.1008-6358.2025.20250054

KEPETFREEERERE B EEENREIRST
RGN ZGF AL 1 HliRE

AW, B R £ A, ALY, & 4t s’
L W RIC PG B BEZE IR, B 200031

2. RSB 36 B R BB IR, 200 651400

3. ML LG BE B IRRE, 14 200031

4. % ELKZEWR P L R BERUTATFRL, i 200032

[HRE] 8 16178 & LS BB Z HfE ( mismatch repair deficient, IMMR ) & B & K AEFFRIGIT RIg . =4
TIPS, BEEEFE MR ARIDIA 5 H p.GIn748fs. ¢.2733-1G>T 2748, ff PD-L1 &4 TPS 30%. CPS60%. %M
RAJCHPURTT, 2 )G BBk B35 ##% ( partial response, PR ) o PULRAEREGBEIRYT HMLE LA B I ARG R At
R, ANFERAKKFZMA 2 (human epidermal growth factor receptor-2, HER-2 ) FeikFHM:, e #EPiIARZy Wy (I 4 4t 76 %
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Immunotherapy strategies and pharmaceutical care practice on a long-term surviving patient with advanced
gastric cancer and mismatch repair deficient

LI Jinyin', QIAN Rong”, JIANG Ling’, WANG Liming®, ZHANG Xian*, YANG Xiaoyan®"

1. Department of Pharmacy, Shanghai Xuhui Central Hospital, Shanghai 200031, China
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[ Abstract] To analyze the treatment strategy for a 78-year-old female patient with mismatch repair deficient (dIMMR)
gastric cancer who achieved long-term survival. After third-line chemotherapy failed, gene testing showed ARID1A p.GIn748fs,
¢.2733-1G>T variation, with PD-L1 TPS 30%, CPS 60%. The nivolumab was employed, and two weeks later, the best response was
partial response (PR). During the fourth-line immunotherapy maintenance treatment, progression of left adrenal metastasis was
observed. The expression of human epidermal growth factor receptor-2 (HER-2) was positive, and the antibody drug conjugate
disitamab vedotin (RC48) was chosen for treatment. After 10 months of treatment with nivolumab combined with RC48, the best
efficacy was assessed as stable disease (SD), with a progression free survival (PFS) of up to 12 months. Radiotherapy was employed,
and immunotherapy was maintained, allowing the patient to achieve a PFS of 18 months again. During immunotherapy, a clinical
pharmacist developed a personalized pharmaceutical care plan for this patient. At the last follow-up, this patient achieved 78 months

of long-term survival.
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W) W o R 2 IRy o E, R, fkyT AR
E ot A ( progression free survival, PFS )
AL (overall survival, OS ) %5, Hf OS
A AR, —I00 3 W RIS ( ATTRACTION-
2) PGERFRH, fEREZ 2 R UL IAYT I A K ek
R EHEES AW MERE D, MR
2K 1 ( programmed death-1, PD-1) 5] 44 285
JCERATH A FE T XU 3l 22 S 4 B A, oz
0S & | EWMZfH% (objective response rate,
ORR) Z5 T+«

M B REATEH (microsatellite instability,
MSI ) J&H DNA 5B B R BFE ( mismatch repair
deficient, IMMR ) SEURCTLR Fi B B RS 4
A ERIIG, BN E B Z—"
5 UERM, MIPEEEARE (microsatellite
instability-high, MST-H ) & 4 & Bl H 4% %2 10 1fe R4
fIE L R ORI DA R 2R BRI B O . PRI
MSIARZS AT RE S VP Al B i 005 A6 ST 5N 1Y)
RUFPRR 2 — . 122 NICHE BF9¢ it T 17 18
dMMR S5 1 e B8 v Bl B S e Y
. KNYNOTE-177 fff 55 "W, M2 i
FHEZ MR BR AT ET 12 M H L 2441 H
(%) PFS ¢ & ORR B4 BREH T, WL T S fordr
A (immune checkpoint inhibitor, ICI ) 7£
dMMR 0145 B 796 i i — 2ty T b

NERAERKEF 2K 2 (human epidermal
growth factor receptor-2, HER-2 ) J& 8 %11 fifyEg 4y
IR AR, R AT 5T A 1R YT IR
BRNE L AERES . ARGy mEKY

(antibody drug conjugate, ADC ) %l 4§ % Fad

( disitamab vedotin, RC48 ) &—F:gr Ml A= ¥i&yr
il . hEEZ YR EE)R (NMPA) it
HEZZIY T2 270 2 B R gAYy Oy RI697
(9 HER-2 FHE B4 Jo 780 06 300 sl e A% 1V 18 e ) =2
s

1 wEIER

L1 s RARIE A BN 78 Bk, 2018
4R CRE TR 1AERT Bie. B
PR R . B CT KArR. HEHEEE

W, EEEREEEM K (27 mmX 18 mm) .
BATE B EVIBRAR (BIK) , RIFHBR:
A LR, Lauren 53 AUR S8, K )
6 cmX5cmX0.8 cm, RIEEIME, HMNEWHZILE
f=RA0, BKE W W RE, WEgs (4/20) WEE:
%o Sy gibes . ME A M HER-2 ( ++) |
MSH-2 ( ++) . MSH-6 ( ++ ) . MLH-1
(—) . PMS-2 ( —) . HER-2 L A B
o LWk B Y pT,NM, IVH] (dMMR,
HER-2 [ATE ) o BEBREA A CH AR R 40 4%
A, KMRZS; e 7 4E4y, 2013 AFAE A KA
= 27 B B MRk B2 B TS R, RS AR R .
12 %42 20184E7 H 2 H, HEHMER
MRI (JZk ) $2m: MEIE)S 2 & MR al G bk e 2
(22mmX14mm) , AM'EF FRREEET (25 mmX
17mm) . 7H4HE, BHEEZHE 4
mFOLFOX6 Jr&1byr 3 JEI, fby7 )5 i BRs &
PO pr B g, AT RO B E (stable
disease, SD) . 9 H 4 H, F 247 & M HEybF]
A TR M 283607 2 A, PP TR B it
J& (progressive disease, PD) . 10 A 20 HiZ, &
BHAZ U B R 2 VU BRI A ALY T RIR
J7 6 M, PHAEYTRCH SD.

201943 A5 H, BFEMIEREE, TH
ISR CT /i /NAAREL, % B AR R X
N TCVEm 2. 4 H 4 HASTE M2 ) Z 2 v
FE by 2 AW, EMEIY S SD. 5 A
23 H, BHEBELRPUE 19-9 (carbohydrate antigen
19-9, CA19-9) FI#& % 681.4 U/mL (4 H N 286.5
U/mL) . ZIEEE—MBIERA], 5H 25 Higiq%
2507 2R B = 2V thIEm A blin e . 1k
SriaBE N EZ S, AR IR BT IR e .
B R INE R, s R2E s PD (LM I
MR kB ) o BET 7 A4 EE AN .
ARIDIA %K p.GIn748fs. ¢.2733-1G>T R7%,
MSI-H. PD-L1 %4 TPS 30%, CPS 60%. #uEe
AUk2= WoR EB W EE4RA% /)y RNA ( Epstein-Barr
virus encoded small RNA, EBER ) FH{:., 7 H 15 H
i, B2 B LR AT A bIGY, 2 8
Je IR AN I AT, AR ROTAG oy 22



FREIGRES: 202558 H  #E32% 4

Chinese Journal of Clinical Medicine, 2025, Vol.32, No.4 705

fi# ( partial response, PR ) , PFS 522 /1~H

2021 4F 6 J1 22 HE#BHG CT $#emZ2M'E -
JI e R IR A AT R 10% , ¥EAE N SD. 6 A
24 H, 8 H21 H, BAEEZRIEIA =ik R Ak
HEIRYT (XRRIEBHRIAYTY ) o 9 H 9 H ¥
MRI 7R ZE M E RS R R BT ok, PEAS o PD.
HER-2 (++) , 10 H 8 Hilt, BELEZIET
2R o T 2 R BTIRYY S AW, BRAEIT ROTAL R
PR, 20224 1 HE 10 A, B&EEZME LN
WAJC T (Wh2Y ) BEA Yl P52 FRyTiayry, i
FESFRGTE M SD, PFS A 121 H .

20224E 9 H 23 H, IEH CT #&xZM'E F iR
MR, WA PD. 10 A2, B
ZIEE R REROT (T BRIk 70 Gy ) L
R R AN JC BG4 FRRi69T . 2023 425 4 19 H
B, BEEZ B AR RS 4ERRAYT (9
FITCBAIMEZG 45T ) o 2024 4 3 7 EH MRI 7~ 22
s F AR R, STROFE A PD. 4 H
8 H, MFHZAY FIRIE I IHMA, #E
KKBEDT (2024 412 H 4 H) , BELFE 78 4
A, — gl R ar, 55 B AR & M b /E 4
( Eastern Cooperative Oncology Group, ECOG ) ¥
g3 14537, TCHLR S AH A B R

2 it

2.1 RIEETT
211 REEAHT 20144, —I03E AT I
K20 &% ( The Cancer Genome Atlas, TCGA ) 1
W2 B9 20 i EB J% % ( Epstein-Barr virus,
EBV) FHME. MSI, Y@ A AT E PRI R A2 E
4 FpEARL, IMMR/MSI-H 8 i 2 —Fp Rk o 11
AU DRI P A GO 58 ey 2 AR 1 fp 3 R T
S PEIAYT BRI . AR AIG b E NMPA
HEHERE A PD-1 IR, 38 TH3Z 2 B Dk
A B PR IT M e I B A v e R . FE
CheckMate-032 BF5% "', X532 4 ik e i g2y
IRYT RS IE B R A 2 3BT R, dMMR/
MSI-H &) ORR N 29% (2/7) , FmHEHIH
( disease control rate, DCR) & 71% (5/7) ,
12 4~ H 18 A~ A (1 OS 431 57% F129%,

BEETHMPERSE (microsatellite stable, MSS )
e

EBV i ixf 2 35 A S0 77 25 PR 396 3k ML 1A e g3 1
L, BSAMELS, SRR RRAR",
Wss %W, EBV B EEHE PD-L1 BEmEE
ik. EBV FHCHE B RSP 1) PD-L1 Al GE
R A0 g ke . EBV FHME . MSI-H 5
ARIDIA ZAF R A, M3 H ARIDIA fEN
GPEIR YT IT A B TR TN A= WA i, A R
NI I 3211 I o R < ol 1D 2= A
ARIDI1A 7] DL 545 B & 52 ( mismatch repair,
MMR ) %1 MSH-2 Ml HAEH, 7£ DNA &l
££ MSH-2 & MMR Tifig, MimgedeieR 4 mis
FEME. ARIDIA JE R 5848 o 32 A e 2k 25 5 B g
MMR Jfig Bl " %2828 n] i1 J4 PI3K/AKT
W, LIEBRP RS T ZREAR 1 (programmed
cell death-ligand 1, PD-L1) ByZ&ik"",

WL Vi) GEPIA2 $idls i (hitp://gepia?.
cancer-pku.cn/) , Wi ARID1A JEH, 430H7 HAE
BRI L ROEH S PRIk E R . 4
BB D) BoR: HSIEEASML, HIREas
1 ARIDIA JEHFRIRKET R, HNAZET TSR
e Afrmbr (K 2) BoR: HigmEs
ARIDIA R ERIEAM OS (HR=1.1, P=
0.68) FI DFS (HR=1.2, P=0.3 ) 5 TKF &k
4, HERTHIFE L,

Shen 453 i 7 7 1 3% ARID1A {HFE 8 i3
/N R R B, S5 IEZEAR L, ] PD-L1 4k
IGYT AT BEAR I S far, 454 OS, UEW] ARID1A
Tl i geg XF R i) PD-1/PD-L1 3 % 114 H 28 46 A% i BHL
WA 7 N AURE . Okamura 28" BF5Y W], $:5%
$it PD-1/PD-L1 S EIRYTHY ARID1A FE48 14 5By
AR E AR E R PFS 0 11.4 4> H A
2540H (P=021) .

A B E e Ak 4 s dMMR F1 EBER FH
P, FERKIEES: y MSI-H, ARIDIA %K 6 5
SN TR SRAE . 9 BANE TRl AR )R AE . =
LAY R WG R AL R PLiR YT, 2 B R
H R I PR RN B M BH AR, AT AR B
PR, fETFALIF AL 5L (SD) o MER KK
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Figure 1 Expression of ARID1A gene in gastric

adenocarcinoma and normal tissue (GEPIA2 data)

212 BT H A ADC 4 75 Z R —
Fh S HER-2 PUiR . 24 7 M3 & 1 40 4l
7 ( monomethyl auristatin E, MMAE ) ZH A%

1.0 . —— Low ARIDIA group (n=192)
—— High ARID1A group (n=192)

Log-rank P=0.67

Overall survival

0 20 40 60 80 100 120

Time/month

ADC """, C008 5SS — T 17 FH 43l 7 2 g
1697 HER-2 id 3k (a4 ) Bl B i i
B 2 THIm RIS, A 125 Bl =2k
75RO Jm PR W IO B AL PR B R R . SRR
B, Y3 P8 2 B HTAE R =2 R UL BRIT R
DCR # 42.4%, ORR 4 24.8%, "{ii PFS ( median
PFS, mPFS) & 4.1 A, H{ii OS (median OS,
mOS) K 7.9 ™ H . BT HHIRGER, deilivyz
BT 2021 AEFEFPE R LT . Nie %7 £ h
O FS AR A T HER-2 FHPE (48
++/FISH BHYE ) 8 HER-2 K%k ( + 8 ++/
FISH B ) Byt Bt s . 45 R K0,
Y3 79 Z PR HUIR G IR YT AT Y ORR (36.0%
vs 10.0%, P=0.044 ) . DCR ( 80.0% vs 50.0%,
P=0.034) I mPFS (6.24H vs3.940H ) ¥k
T4 Y 2 AR

A £ 3 DU LR S e R AT T R) A2 e b
i B A% o kb R R, AR 4 g A 84k 2 HER-2
Rik (++) , ATAETTZEAHRIT . S WIRYT
J5 B AR ROTAG S PR, Al FH AR R G BT & 4
P ZBRYEYT 10 N H R, sAETFROTE R
SD, PFS Kik 121H.

1.0 . — Low ARIDIA group (#n=192)
—— High ARIDI1A group (n=192)
Log-rank P=0.3
0.8
E
>
5 ) ;
: oo r b L—H—F——F——F«F
8 o I
& ;
o 1 e |
8 04 Ly ’
g ————————
2
0.2
1 1 1 1 1 1
0 200 40 60 80 100 120

Time/month

El2 ARIDIA ERERASEKRENBREBREETHE ( GEPIA2 BUIREHIE )
Figure 2 Survival curves of gastric adenocarcinoma patients with high and low expression of the ARID1A gene
(GEPIA2 data)

213 ®IZIETIE BT ICI AIRAETR YT R R
e, ABATSAFAEARAG R 24 TR o e A 3 i
T SR e A, AR ICT i 2y . iU g

V5 e I A AT, (e (0 A Js 200 R T 45
SR T, UNES AR A = BB IR 55, AT
TSR, (2 BT s HAT U i e
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g1, - DWOE A EETE T IREL AL, 51 &AL
(B IR S L B o BP9 s, OTF R g
TRTT TNl E A PR 412 CD8'T 41 i
KTIE y Rk, BOSPURE R V. T HE
BTS2 M e AN {5 Sl . 14N, NF-xB
BEOE JE TR — RV E R, BS540
AT & AN 1 P R R s IV SR K A B
BRI, DT 58 f 5 A AL A 05 PR AN DD fE, 32 T 21
MESEHE . AL LL R e iCAZ B R R AN
TEOT o B S AT e e i, AR 43 20 M PT REa
i F ek A A (U PD-L1 ) SE 3G 5E T
JE S BT A IR T T BRI T AREICIZ Y
TE RN, A5 G sie R GERE A1 AR R XTI yeg 48 i iy
g, Wb & MR

A B AT 2 AR I S BT BRI
IGIT IR WA RS RS . R TR
B RPEIRIT IR AR IR YT . FUGIRTS PFS Kk
18 D HYFRK .
22 HFBRY NEIFER T 4R0E & A nw
PERN, R RPEAH A R W ((immue-related
adverse events, irAEs ) , GLff & kEEM: . RS
PE, B R4, Eigentlerd: "WF5T£H, 94
RAPICRGUAH AN R RN 8 & AEHZ 1~6 M &
Ao AR AEN ] PD-1 S, 6 R 2500
R FLSCBRAG &0, 38 2 W i m B . A A dE A A
JEssDhRE, ™% WP 7E Y IrAEs.
221 MK irAEs  ANERIJEEBTAR DO B B
W BRI B R M e T S, Z2RETH
ZijE 1A H . WEEARR N Z o HBRE™ . IR
20 R R T, Fa Lk e B R R
FHOGELSE, RIS Wl £ 2 B RARAS, AR5 i
P IR RE . BE B el B B K, AR
BIAN RN (40 s 35 SCH -2yt 5 A 4F ) o i
RIS T80, A R0RAAS B
222 W4 irAEs 5 HAl irAEs AHEG, o3
AN RN FRBBREE , ARME S & A2 W . PD-1
P 005 UL A N A AN Ry B 4 FR AR R T BB
B (2959%) . WARIRIIEETTHE (1.0%~
4.7% ) , AiHE EERI N EIE | R EN IS
JE B MR o, AR FRE% . Tanaka

SECURETE RN, NERAL BT H AR ARG
CEN N7 R VN I S E I = F L= ) VAR T [
Barroso-Sousa % EHUAE S EE I FIIA TR S5 A
J7r R, B LCT % i i I fe H R B B R

( thyroid-stimulating hormone, TSH ) S H R
% (free thyroxine, FT4 ) /KF., O’Malley %"
TR, HR AR T BB IRGR AE 7T 78 SR AT 3 4>
H s R R, e g sOR) S B TR 9T
], 43 4~6 JARI TSH K-, 5% L 5 0
Kl FT4, Fi45G A0 Wl S AR

A B H HUR BRI BE S5 40 RAF, —E R

SZYNATT o 2018 AR R AL T R, R
TSH /KPR Zefm K, 2Wr b Wim K H oL, fF7E
BRI BN A irAEs XU o SR AR AZ I R 245 0
W, LA T, EZWRAICBHRYT
3AHJE, B TSH MR EF, mETHE 0.585
plU/mL. {HJE, BEREIOE ., KRR NS
FEtR o B Ik TSH i —20 T, REiayT i 4
4~6 AU R AR T BE, TSH SR E, R
Il PRAEAR
223 JiJEirAEs T irAEs I KR LA, £
ERANNARA L% (alanine
aminotransferase, ALT ) 1K 2 % ig 2 L 4 #5 [ifi

( aspartate aminotransferase, AST ) F}i&, A0
LRI W R T B AR R M
R, m=Jy. W 0. B9 . %G Xtk
REHPEETL . BSR4 0.7%~2.1%; Tk
irAEs 7] & AT B A ICL AR ER R, DiE
WHIZ G 8~ 12 B w W= A g 7 28
HI TGRSR e e, F 20 5 e R & JIF ThaE, ok
REFEIHN,
23 5 KRB =LA R R R G
FHUIRYT, 2 G ERATRGEAE] PR, DUk Sy 4t
KRBT B0 R A2 R e R s kb itk i, AR
HER-2 A2 A 0L £ 4E 1l 79 2 B 0iRYT o g alA)
JEEABTHR A Al VS 2 B hTiRdT 10 MG, AT
M H SD, PFS Kik 1240 H . RHBUTES
RPEIRIT , JFHEFR R RYT, BE B UORS
PFS Kik 18 N H BT #EARIKBEDT, AH1H
P B AT 78 N A MK AAE . TERZRIEIRTT
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PEREHER TR UL irAEs 4b, T CTE s AR O
ONERENE . SBEAH DG 28 55/ I irABs. TEHIZ3d
R, UG PRZG AT A& G PR BT, MR 545 ma Al
PR 2 35 %) i f NSt 2 2 W 4, DAk 250
2o I PR 24 VB % 8 28 S U3 B 25 R T A T
fPoh, TG I PR IR YT R . B A S
R E s N N Y SR A W D WS Ly b il L |
ENPEAR TR, SR 2B E 18 2 A 2 ik
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