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Between Scylla & Charybdis



Navigating the strait



A warning sign

Among patients with cancer, older age 
was the only risk factor for severe events 

(OR 1·43, 95% CI 0·97–2·12; p=0·072)

Liang et al. Lancet Oncol. 2020 Mar; 21(3): 335–337.



Recommendations as of March 2020:

• First, an intentional postponing of adjuvant chemotherapy or elective 
surgery for stable cancer should be considered in endemic areas.

• Second, stronger personal protection provisions should be made for 
patients with cancer or cancer survivors. 

• Third, more intensive surveillance or treatment should be considered 
when patients with cancer are infected with SARS-CoV-2, especially in 
older patients or those with other comorbidities.



CCC19 consortium

ccc19.org



Formation to publication time = <3 months!

Lancet 2020 Jun 20;395(10241):1907-1918. Epub 2020 May 28.



Table 1 from CCC19:

Median age = 66
Preponderance of solid tumors

Majority not on treatment in 4 weeks before COVID dx



Endpoints from CCC19:

The primary endpoint was all-cause mortality within 
30 days of diagnosis of COVID-19. 

Secondary outcomes were: a composite of severe 
illness (death, severe illness requiring admission to 
hospital, admission to an intensive care unit [ICU], 
mechanical ventilation, or a combination of these); 

admission to hospital; admission to an ICU; 
mechanical ventilation; and need for supplemental 

oxygen during the course of COVID-19. 



Forest plot of factors 
associated with 30-day 
mortality in CCC19:

“In our cohort, patients with progressive cancer 
died at a numerically higher rate without ICU 
admission than among those who were admitted 
to an ICU, and the reverse pattern was seen for 
patients in remission. This finding, and the 
numerically higher rate of deaths without ICU 
admission in patients aged 75 years and older and 
those receiving treatment with palliative intent, 
suggests that aggressive interventions might have 
already been reduced in these subpopulations.”



Post hoc analysis of CCC19:

The following factors were associated with an increased rate of the 
composite outcome:

• Increasing age

• Number of comorbidities 

• Hematological malignancy

• Progressing cancer or unknown cancer status

• ECOG performance status of 2 or higher

• Treatment with azithromycin, hydroxychloroquine, or both



CCC19 conclusions 

Patients with cancer appear to be at 
increased risk of mortality and severe illness 
due to SARS-CoV-2 infection, regardless of 

whether they have active cancer, are on 
anticancer treatment, or both.

“Most members of our cohort had 
symptoms compatible with COVID-19, and 
the overall rate of complications was high.”



IO in COVID-19: the past as prologue?

• Patients with chronic viral infections were conventionally excluded from trials 
of immunotherapy due to concern for exacerbation/reactivation

• However, in a systematic review1 on 73 cancer patients infected with HIV, fewer 
than 10% of patients experienced grade III or higher irAEs

• In more than 90% of patients, HIV was suppressed and CD4+ cell count was 
improved; moreover, the efficacy of ICI in these patients was reported to be 
acceptable 

• Post hoc ASCO recommended2 enrolling HIV patients with CD4+ counts > 350 
cells/μL in clinical trials of anti-cancer therapy, including IO studies 

1Cook MR, Kim C. Safety and Efficacy of Immune Checkpoint Inhibitor Therapy in Patients With HIV Infection and Advanced-Stage Cancer: A Systematic Review. JAMA Oncol. 2019 Jul 1;5(7):1049-1054. 
2Uldrick TS, Ison G, Rudek MA, et al. Modernizing Clinical Trial Eligibility Criteria: Recommendations of the American Society of Clinical Oncology-Friends of Cancer Research HIV Working Group. J Clin Oncol. 2017 Nov 20;35(33):3774-3780. 



IO in COVID-19: risk vs. benefit?

• By interfering with the transduction of 
inhibitory signals through PD-1/PD-L1 or 
CTLA-4 or other inhibitory receptors, ICI can 
improve the number and function of T cells 
in patients with COVID- 19 and subsequently 
enhance the rate of viral clearance by T cells 

• However, there is still a probability of 
inflammatory cytokine release exacerbation 
by reactivation of the exhausted T cells in the 
immune system 

Pezeshki PS & Rezaei N. Immune Checkpoint Inhibition in COVID-19: Risks and Benefits. Expert Opinion on Biological Therapy, 
DOI: 10.1080/14712598.2021.1887131 



Impact on patients

Moraliyage H, De Silva D, Ranasinghe W, Adikari A, Alahakoon D, Prasad R, Lawrentschuk N, Bolton D.
Cancer in Lockdown: Impact of the COVID-19 Pandemic on Patients With Cancer. The Oncologist. 2021;26:e342–e344 



A fearful sunburst

Moraliyage H, De Silva D, Ranasinghe W, Adikari A, Alahakoon D, Prasad R, Lawrentschuk N, Bolton D.
Cancer in Lockdown: Impact of the COVID-19 Pandemic on Patients With Cancer. The Oncologist . 2021;26:e342–e344 



Trading joy for fear

Moraliyage H, De Silva D, Ranasinghe W, Adikari A, Alahakoon D, Prasad R, Lawrentschuk N, Bolton D.
Cancer in Lockdown: Impact of the COVID-19 Pandemic on Patients With Cancer. The Oncologist. 2021;26:e342–e344 



A parting thought

Lewis MA. Gain of Function: Empathy for the Uncertain Patient with Cancer. J Clin Oncol. 4 Apr 2011. 



Thank you!

I welcome questions or comments at:

Email at Mark.Lewis2@imail.org

or

Tweet @marklewismd

mailto:Mark.Lewis2@imail.org

