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• Immunotherapeutic agents produce antitumor effects by inducing

cancer specific immune responses or by modifying native immune 

processes.

• Resulting clinical response patterns extend beyond those of 

cytotoxic agents and can manifest after an initial increase in tumor

burden or the appearance of new lesions (progressive disease).

• RECIST or WHO criteria, designed to detect early effects of 

cytotoxic agents, may not provide a complete assessment of 

immunotherapeutic agents. 

• Novel criteria for the evaluation of antitumor responses with 

immuno-therapeutic agents are required.
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The overall management approach and actions to be implemented for IRAEs associated
with immune checkpoint blockade, according to the Common Terminology Criteria for
Adverse Events (CTCAE) severity grade



Grading of irAEs may be challenging, due to arbitrary

distinctions between grade 2 and 3 toxicities, such as the number

of stools in a day, may be affected by recall bias. Thus, this

system of grading may not be entirely suitable to grade ICIs

toxicities.

Therefore, it is prudent to use clinical judgment rather than

strictly adhering to the guidelines. We have outlined several

general principles that should be followed irrespective of affected

organs.
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Indicatori riassuntivi di effetto
di variabili tempo-a-evento

• Differenza tra stime della mediana di 
sopravvivenza (KM)

• Differenza media di sopravvivenza (restricted
means)

• Differenza tra stime di sopravvivenza (KM) al 
tempo x (Milestone Survival)

• Hazard Ratio (KM+Cox)
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Rapporto tra hazard rate dei 

trattamenti a confronto



Hazard Rate = 
probabilità di evento nell’unità
di tempo considerata
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Appropriato quando il rapporto tra gli  

hazard dei due gruppi si mantiene 

(relativamente) costante













 Median follow-up duration in ITT population: 17.3 mo (range, 0 to 24.5 mo)

19 Powles T, et al. EAS 2017, IMvigor211.

OS Analysis: ITT Population

Events/

Patients
Median OS

(95% CI)

12-mo OS Rate
(95% CI)

Atezolizumab 324/467 8.6 mo (7.8, 9.6) 39% (35, 44)

Chemotherapy 350/464 8.0 mo (7.2, 8.6) 32% (28, 37)
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HR = 0.85 (95% CI: 0.73, 0.99)

P = 0.038

No. at Risk

Atezolizumab 467 405 327 280 245 201 177 138 90 59 34 13 1

Chemotherapy 464 397 330 268 219 175 140 99 60 42 17 7 1
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Milestone overall survival was proposed for the evaluation of cancer immunotherapies
to take into account the possibility of delayed treatment effect and to better characterize
the clinical activity profile of such agents.
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