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[ Abstract | Background and Purpose: Neoadjuvant immunotherapy currently significantly enhances treatment efficacy for
locally advanced rectal cancer (LARC); However, clinical management of immune-related adverse events (irAEs) lacks robust
evidence. This study aimed to investigate the characteristics, clinical management strategies, and outcomes of irAEs during
neoadjuvant immunotherapy for rectal cancer, providing a basis for optimizing irAEs monitoring and intervention. Methods: We
retrospectively analyzed clinical data from LARC patients who developed irAEs after receiving neoadjuvant immunotherapy at
Peking Union Medical College Hospital, Chinese Academy of Medical Sciences, between July 2022 and June 2024. Types of irAEs,
severity, time of onset, management strategies, and outcomes were recorded. All patients underwent regular follow-up for at least 6
months. This study has been approved by Peking Union Medical College Hospital, Chinese Academy of Medical Sciences (ethical
approval number: [-24PJ0024). Descriptive statistics were used to summarize irAEs patterns and management approaches. Results:
A total of 41 irAE episodes occurred among the 30 patients. Mild irAEs (Grade 1-2) accounted for 78.0% (32/41), while severe irAEs
(Grade 3-4) constituted 22.0% (9/41). Five patients (16.7%) permanently discontinued treatment due to severe toxicity. Endocrine
toxicities were most frequent (36.6%, 15/41), primarily characterized by progression from hyperthyroidism to hypothyroidism; 75.0%
required thyroid hormone replacement therapy. One case of delayed-onset adrenal insufficiency was alleviated with glucocorticoid
(GC) therapy. Among hepatotoxicities (19.5%, 8/41), 62.5% were Grade 3 injury, and 37.5% required GC intervention; two patients
experienced recurrence during adjuvant chemotherapy. Three cases of severe myositis occurred, accompanied by asymptomatic
myocardial injury (evidenced by markedly elevated creatine kinase and concurrent changes in cardiac biomarkers), all requiring high-
dose GC pulse therapy combined with intravenous immunoglobulin or immunosuppressants (recovery period: 2-4 months). Nine
dermatological reactions were managed with topical therapy. Two gastrointestinal events occurred, including one Grade 3 diarrhea
treated with GCs. The overall GC usage rate was 31.7% (13/41), with 76.9% administered for Grade =3 irAEs. Conclusion: irAEs
during neoadjuvant immunotherapy for LARC are predominantly mild-to-moderate and manageable with supportive care. However,
some patients develop severe (Grade 3-4) irAEs requiring multidisciplinary management. GC usage is concentrated in higher-
grade irAEs, with severe myositis and cardiac involvement necessitating intensive immunosuppressive therapy despite their rarity.
Recurrence of irAEs during adjuvant chemotherapy in a minority of patients underscores the necessity for early recognition, graded
intervention, and comprehensive management throughout the entire treatment cycle.

[ Key words | Locally advanced rectal cancer; Neoadjuvant immunotherapy; Immune-related adverse events; Glucocorticoids;

Multidisciplinary management
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ik, EESSMEHELUM (Q1, Q3) Fin;
DR (%) Frn, IEADAES AL &K
MRS FEAR R 5, A IE A 4340 48 7ok I Mann-
Whitney URIE; 43 J78 5 b4 R 46 56 1
Fisher5 A K . SR FHSPSS 26.04 T4 FH5 4 X6t
BURIEATR 00, P<0.05W2ERA G5

PSS
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21 BEMNER
ey N300 B, BOE 9 A RHE BRI R
ELE L, HohBEH200] (67%) , @104

Patients receiving neoadjuvant
immunotherapy (n=81)

Inclusion criteria:
(D Aged 1875 years;
(2 Rectal adenocarcinoma;
(3 Tumor <12 cm from anal verge, cT3-4NOMO or
cTanyN+MO; <

@ Received =1 cycle of neoadjuvant immunotherapy;
(® No active autoimmune disease;
©® Developed irAEs during treatment.

Included patients (n=35)

Exclusion criteria:
(D Multiple primary cancers;
(2 Other malignancies within 5 years;
(3) Immunosuppressants/corticosteroids within 4

Y

4

weeks pre-treatment;
(@ History of organ/bone marrow transplantation;
(® Other contraindications.
Excluded patients (n=5)

Final included patients (n=30)

B BEMNMEERRZE

Fig. 1 Patient inclusion and exclusion flow chart
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(33%) , FOAEE 60 (39~75) % cTH
Wl cTUNLH] (3%) , cT2HI16] (3% ) , ¢T3
w2249 (74% ) , cTAljofil (20% ) 5 cNM:
cNUI8H (27%) , cN2#I22f (73% ) ; cTNM
ST A M. 400 B8 e B TR AR
( microsatellite instability-high, MSI-H ) /5ECEE
BB ( mismatch repair deficient, dMMR ) , 26/
AMSS/AERLEE 5E %% ( mismatch repair proficient,
PMMR ) , HBFEIELFHEEILEL,
1 BENELZSE

Tab. 1 Baseline characteristics of patients

[(n(%)]

Characteristic Case (n=30)

Gender

Male 20 (67)

Female 10 (33)
Age/year median (range) 60 (39-75)
cT stage

cTl 1(3)

cT2 13

cT3 22 (74

cT4 6(20)
cN stage

cN1 8(27)

cN2 22 (73)
MMR

dMMR 4(13)

pMMR 26 (87)
Differentiation

Well-moderate 28 (94)

Poor 1(3)

Mucinous 1(3)
Treatment

Nier?lz:liilrll\;zigi rr:;l}i]ochemotherapy and 26 (87)
Neoadjuvant immunotherapy 4(13)
CEA>5 ng/mL

Yes 10 (33)

No 20 (67)
CA19-9>37 U/mL

Yes 2(6)

No 28 (94)

22 B REIETT

30M T, 205MSI-H/AMMRE £ #4557
HBhRBERYT (BB AIZRERS1200 meit ki,
B3I L A sE SN FRE, 167 R IT
i MG IR 524 2%f# ( clinical complete response,
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k), FFERG R BRAEREDT (200 mgi ki,
F3JEIR) o 2240 (78.6% ) SEIMI T FEGRIEIA
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JUBRE T, VB B AR RIA YT, 1R
IEIRH T, R THRIRIGIT . 8 I L3
Hk 1 sh A8 4k . AEH TR B, A T332
ZARBRES FIRYT, FEH I B, 8B A TiE
HUIRIRZIGIT . BK b, 126 EF, A9
B (75% ) ST HFARIRFRIRIT . A 1BIER
KM LR BRI RE IR R, S EEER VT Y B
40 mg AR (BRI ) G974
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(3) HFHEAHGirAEs: 36 & 4 1~29%irAEs, 4
FAR F AR FIXRE IR Y7 o % o S A A= 3 -4t
B, H3 B2 GCiRYT - 1HHTH Bl feyT By
B 2 AT R, BT B e e IR YT ) a3
WML R | AT, H2HIR)E 80 meifik
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g2 UK, BRI ITirABSHY R E R
15%~90%. irAEsX] HLAZSE AT AH A R
TE%Z Ran B MIGRFEI - W RIE, 8 767
AH 5 RS FE T7 8 FEME B . A5 AT BRI A O
Ji T — T4 2 [ PERR S O s A T
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O EFITE it
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