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Definition of Rechallenge

• Rechallenge has been defined as «repeated treatment with the same
therapeutic class in patients who had clinical benefit with prior
treatment for unresectable or metastatic disease»

• Retreatment has been defined as «repeated treatment with the same
therapeutic class after adjuvant treatment has ended»

• A consensus definition with practical clinical implications

International Journal of Biological Sciences, 19(8), 2428-2442, 2023 



Current Guidance

• NCCN, ESMO and SIC recommend immunotherapy rechallenge for
melanoma treatment, however they have no consensus for the timing.

• A few guidelines recommend immunotherapy rechallenge for renal cancer
and head and neck squamous cell carcinoma, but the data were insufficient
to support them.

• No guidelines have been published for lung cancer.

• BUT some patients with lung cancer benefited from ICI rechallenge
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The cancer immunity cycle and the effects of interventions.

International Journal of Biological Sciences, 19(8), 2428-2442, 2023 





Giaj Levra M, et al. Lung Cancer. 2020;140:99-106.



Giaj Levra M, et al. Lung Cancer. 2020;140:99-106.

Resumption cohort Rechallenge cohort







Cortellini,  Europena Journal Cancer 2021

974 pazienti trattati con Pembrolizumab in prima linea PDL1 superior al 50%

55.9% non hanno ricevuto alcun trattamento, 52.9% sono morti

198 switched approach, 101 Pembro alone, 64 Pembro + LAT
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Santini Simonaggio Abu-Sbeih Naidoo Pollack Delaunay

N 482 93 167
colitis

43
pneumonitis

80 64
ILD

tumor NSCLC Multiple
(n=15 NSCLC)

Multiple
(n= 27 NSCLC)

Multiple
(n= 9 NSCLC)

Melanoma Multiple
(n=45 NSCLC)

irAEs 68 (14%) 93 167 43 80 64

Retreat. 38 40 167 12 80 10

New/Recurr. 52%
(40% G≥3)

55%
(60% G≥3)

34%
(82% IS)

25%
(0% G≥3)

18%
(0% G≥3)

30%
(0% G≥3)

≈30-50% New/Recurrent irAEs. ≈50% G≥3 IrAEs 

IS: immunosuppressive therapy

Scenario 2

≈30-50% New/Recurrent irAEs. ≈50% G≥3 IrAEs 



Santini FC, et al. Cancer Immunol Res 2018;6(9):1093-1099.

Recurrent irAE Same irAE
N (%)

New irAE
N (%)

Total 10 (50) 10 (50)
Type irAE:
Pneumonitis 1 (10) 2 (20)
Colitis 2 (20) 3 (30)
ALT/AST elevation 1 (10) 2 (20)
Arthralgia/Myalgia 3 (30) 1 (10)
Rash/Pruritus 1 (0) 1 (10)
Neuropathy 0 (0) 1 (10)
Ventricular arrhythmias 1 (10) 0 (0)
Nephritis 1 (10) 0 (0)

Grades of the recurrent irAE
Grade 1 and 2 4 (40) 8 (80)
Grade 3 and 4 6 (60) 2 (20)

Corticosteroid 
Oral 7 (70) 4 (40)
Intravenous 2 (20) 2 (20)

Steroids > 4 weeks 5/9 (55) 5/6 (83)
Anti-TNF 0 (0) 2 (20)
irAEs resolved to:
Grades 0 and 1 9 (90) 8 (80)
Grades >= 2 1 (10) 2 (20)

Deaths related to irAE 0 (0) 2 (20)
Pneumonitis
Colitis

N=38       N=30



Santini FC, et al. Cancer Immunol Res 2018;6(9):1093-1099.

RR: 13%

Pts without PR/CR before irAE

Pts with PR/CR before irAE



Database Farmacoviglianza

3964 casi

180 pazienti con AE superiore a 2 e 
riitrattati con immunoterapia

M Allouchery,  J Immun Cancer 2020



Dolladile et al ,  JAMA 2020

WHO database  VIGIBASE 09/2019

24079 IrAE riportati

6123 casi di pazienti sottoposti a 
rechallenge (25.4%)

452 casi con informazioni relative al 
rechallenge







Tachihara M, et al. BMC Cancer 2018;18(1):946.
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• GUIDELINES ARE A USEFUL FRAMEWORK

• RECHALLENGE DATA  ARE LIMITED AND WE NEED MORE!!!

• SISTEMIC TREATMENT LANDSCAPE CONTINUE TO EVOLVE RAPIDLY

• MDT DISCUSSIONS REMAIN PARAMOUNT

emanuela.vattemi@sabes.it
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