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The COVID-19 pandemic has had a major

impact on patient care (Schmidt et al.,

2020). In oncology, it especially chal-

lenged the rigorous conduct of clinical tri-

als, notably by delaying site initiation

visits, patient enrollment, treatment

administration, trial-associated proced-

ures, and data monitoring. Importantly,

limiting access to oncology clinical trials

means not offering all possible innovative

treatment options to patients and may be

detrimental.

The US Food and Drug Administration

(https://www.fda.gov/media/136238/dow

nload) and the European Medicines

Agency (https://ec.europa.eu/health/sites/

default/files/files/eudralex/vol-10/guidanc

eclinicaltrials_covid19_en.pdf) have issued

guidelines for the management of clinical

trials during the COVID-19 pandemic.

Neither guideline is specific to oncology,

and both primarily focus on patient safety,

with recommendations being oriented to-

ward limiting enrollment, trial opening, or

allowing delays in trial conduct. Almost no

consideration ismade regardingapotential

loss of chance for oncology patients. More

recently, American Society of Clinical

Oncology has issued guidelines on how to

preserve clinical research in oncology,

highlighting that maintaining open studies

is a priority (Pennell et al., 2021).

Data on the COVID-19 impact on

oncology clinical trials are still scarce

(Waterhouse et al., 2020; Unger et al.,

2020; Xue et al., 2020; Zon et al., 2020).

Here, we report quantitative data on the

conduct of clinical trials during the first
wave of the COVID-19 pandemic at Gus-

tave Roussy (Albiges et al., 2020), one of

the largest European comprehensive can-

cer centers, where more than 3,000 pa-

tients (approximately 25% of all patients)

are continuously involved in clinical trials.

In this retrospective single-center study,

we collected clinical-trial-specific items

(including patient-related or trial manage-

ment-related items) between March and

June 2020, i.e., the first pandemic wave,

including the first severe lockdown (March

17–May 11). We subsequently compared

them to those of the same period in 2019.

At the first lockdown implementation,

84 phase I and 210 phase II/III trials were

open for recruitment at Gustave Roussy

(Figure S1A). During the first pandemic

wave, 21 (25%) phase I and 20 (9%)

phase II/III trials were temporarily halted,

following a unilateral sponsor decision in

virtually all cases. Halted trials were

mostly industry-sponsored studies (40/

41, 97.5%), intravenous drugs (24/41,

59%), and immunotherapy (23/41, 56%).

Despite this, and despite the fact that

approximately 15% of the phase I physi-

cians were continuously unavailable

because they volunteered for assisting in

the COVID-19-specific unit open to face

the crisis, all important metrics of the early

phase trial activity remained similar to

those of 2019, including the number of pa-

tients referred for inclusion (599 in 2020

versus 620 in 2019), inclusion consulta-

tions (215 versus 247), patients starting

treatment (130 versus 130), Internal Re-

view Board (IRB) submissions (14 versus
Cancer Cell 39, August 9, 20
16), and site initiation visits (11 versus

15), respectively. Although a temporary

slowdown in activity was observed at

the lockdown initiation, measures that

were promptly and pro-actively imple-

mented allowed us to rapidly compensate

for this, with a subsequent increase in pa-

tient inclusions (Figure S1B).

The impact of the first lockdown was

more marked on phase II/III trials—sup-

porting the idea that phase I trials are

essential in patient care who have no

other therapeutic options—with 152 pa-

tient inclusions in 2020 (versus 346 in

2019), 125 randomizations (versus 278),

43 IRB submissions (versus 50), and 34

site initiation visits (versus 40). However,

in parallel, 475 patients were included in

three ‘‘COVID and cancer’’-dedicated

clinical trials, and in five studies initiated

to explore the biological consequences

of COVID-19 in patients with cancer,

and/or to assess its impact on their safety

(NCT04331808; NCT04333914).

Among the 443 patients treated in phase

I trials between March and June 2020, 198

COVID-19 PCRs were performed inter-

nally, and five (2.5%) were positive. One

patientwas sent backhomewith self-isola-

tion recommendations, three were hospi-

talized, and one required transfer to inten-

sive care for a COVID-19-unrelated

reason. Among the 2,851 patients treated

in late phase trials, 628 COVID-19 PCRs

were performed internally, and 15 (2.4%)

were positive. Only one patient with com-

munity-basedCOVID-19diedafter transfer

to intensive care.
21 ª 2021 Published by Elsevier Inc. 1039
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Despite no global initiative like the FDA’s

decentralized clinical trials approach at the

EU level, multiple novel measureswere im-

plemented in order to ensure a rigorous

and continuous conduct of open trials.

For instance, in phase I studies (which

request the most thorough trial conduct

and are the most consuming of time, staff,

and resources), treatment was shipped

home for 35 patients, for 140 monitoring

was performed remotely (versus none

before), and 587 consultations occurred

over the phone (versus 377 during the

same period in 2019, a 56% increase).

These data show that, thanks to internal

measures that were rapidly implemented,

the clinical trial activity was preserved

during the first pandemic peak, which re-

sults from a proactive institutional choice,

in accordance with our previously pro-

posed guidelines (Postel-Vinay et al.,

2020). Importantly, to our knowledge,

none of the patients included in a trial

were infected with SARS-CoV-2 due to a

trial-related procedure. Similar measures

were rapidly implemented during the sec-

ond wave, allowing maintenance of all

clinical trials open and to limit the impact

on early and late-phase trials (222 patient

inclusions versus 208 in 2019). Now that

COVID-19 is becoming a ‘‘chronic’’ risk

despite vaccination policies, and as

pandemic recurrences are expected, it is

critically important to evaluate the long-

term impact of such measures and to

identify which ones should now be sys-

tematically prospectively implemented.

We can indeed anticipate that some mea-

sures will remain short-termed and will no

longer be relevant outside a crisis context,

while others (e.g., remote monitoring) do

represent long-term innovations that will

durably transform (and improve) clinical

trials and patient care. In line with this

idea, guidelines for COVID-19 vaccination

of patients enrolled in oncology clinical tri-

als have recently been issued (Desai et al.,

2021; Yap et al., 2021).

In conclusion, cancer clinical trials can

bemaintained despite challenges brought

by COVID-19. Sharing experiences and

retrospectively evaluating the impact on

patients’ safety and cancer-related out-

comes will be critical to durably improve

the conduct of clinical trials and, most

importantly, anticipate at best challenges

brought by future similar crises in order

to always provide optimal care to patients

with cancer.
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