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Parikh	et	al.	recently	reported	a	survey	of	challenges	in	the	
conduct	 of	 clinical	 trials	 during	 the	 COVID-19	 pandemic	
faced	 by	 oncologists	 in	 India.[1]	 There	 are	 a	 few	 national	
guideline	 on	 managing	 hemato-oncological	 disorders	 in	
the	 COVID-19	 era,[2,3]	 but	 none	 on	 managing	 the	 impact	
of	 COVID-19	 on	 clinical	 research	 in	 hemato-oncological	
disorders.	 Our	 search	 on	 the	 Clinical	 Trials	 Registry	
of	 India	 on	 June	 15,	 2020,	 revealed	 that	 there	 were	 46	
interventional	 and	 26	 observational	 studies	 active	 for	
hemato-oncological	 disorders	 in	 non-COVID-19	 patients.	
Compared	 to	 the	 high-income	 countries,	 the	 resources	
allocated	toward	laboratory	and	clinical	research	are	limited	
outside	of	industry-sponsored	trials.	There	has	been	a	recent	
Indian	 Council	 of	 Medical	 Research	 (ICMR)	 guideline	
for	 the	 ethical	 committees	 overseeing	 clinical	 research	
during	 the	 COVID-19	 pandemic.	 However,	 it	 is	 meant	
to	 guide	 ethics	 committees	 (ECs)	 and	 does	 not	 address	
the	 investigator-	 and	 industry-specific	 logistic	 issues	 in	
conducting	 clinical	 trials	 that	 have	 arisen	 because	 of	 the	
pandemic.	 The	 onus	 of	 conducting	 trials	 safely	 without	
compromising	 the	 integrity	 is	 primarily	 on	 the	 principal	
investigator	 and	 the	 research	 team.	 This	 is	 in	 contrast	 to	
several	 other	 national	 guidelines	 that	 are	 periodically	
updated	 to	 guide	 clinical	 trials	 in	 their	 jurisdictions.[4-7]	
This	 evolved	 from	 identifying	 the	 challenges	 and	 changes	
suggested	 by	 surveys	 conducted	 by	 national	 societies.[8]	
While	 all	 these	 guidelines	 are	 quite	 detailed,	 we	 highlight	
India-specific	solutions	that	could	be	adapted	to	our	setup.
1.	 The	 priority	 will	 always	 be	 the	 safety	 of	 trial	

participants.	 This	 is	 even	 more	 important	 for	 trials	
involving	 immunosuppressants,	which	 is	 often	 the	 case	
for	hematological	disorders

2.	 The	 decision	 to	 halt	 or	 continue	 ongoing	 trial:	 This	
should	 be	 based	 on	 the	 risk:benefit	 assessment	 of	 the	
investigational	 medicinal	 product	 (IMP).	 For	 this	
purpose,	 the	 IMP	 can	 be	 categorized	 into	 three	 risk	
types	 (modified	 from	 the	 ICMR	 and	 Medicines	 and	
Healthcare	Products	Regulatory	Agency):[9,10]

•	 Type	A:	Mild	risk:	Licensed	drugs	and	doses,	if	off-label	
use	 in	 oncology,	 must	 be	 supported	 by	 published	
evidence	or	guidelines

•	 Type	 B:	 Minor	 risk:	 Already-licensed	 drug	 but	 for	 a	
new	indication,	modified	doses,	or	novel	combinations

•	 Type	C:	High	risk:	Involving	unlicensed	drugs.

The	EC	and	the	data	and	safety	monitoring	board	(DSMB),	
if	existing,	can	be	involved	with	the	investigators	in	making	
this	decision.
3.	 For	 trials	 that	 are	 continued,	measures	 to	mitigate	 risks	

include	 minimizing	 the	 number	 of	 site	 visits,	 timed	
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appointments,	 telemedicine	 visits,	 and	 24-h	 helplines.	
Remote	 monitoring	 by	 involving	 local	 physicians	
should	ensure	confidentiality	and	may	require	additional	
consent.	 Electronic	 media	 portal	 must	 use	 end-to-end	
encryption	 to	 protect	 patient	 privacy	 and	 may	 require	
prior	approval	from	EC

4.	 The	 risk	 to	 the	 health-care	 staff	 and	 the	 strain	 on	
compromised	 hospital	 resources	 also	 need	 to	 be	
considered.	 Care	 should	 be	 taken	 to	 ensure	 that	
monitoring	 activities	 are	 minimized	 to	 essential	
information	 only	 (e.g.,	 primary	 end	 point	 data	 and	
safety	reporting)	until	normal	capacity	resumes

5.	 To	 further	 limit	 the	 number	 of	 hospital	 visits,	
modifications	 to	 the	 trial	 protocol	 can	 be	 considered	
with	communication	 to	 the	EC.	Ancillary	 investigations	
that	are	not	essential	to	the	stated	objectives	may	be	left	
out.	 Routine	 investigations	 can	 be	 outsourced	 to	 local	
accredited	laboratories

6.	 Delivery	 of	 trial	 drug	 to	 participants:	 For	
self-administered	 drugs,	 courier	 services	 to	 mail	 trial	
drugs	 to	 the	consenting	patients	can	be	considered	with	
special	mention	of	storage	conditions

7.	 Timely	 reporting	 of	 serious	 adverse	 events	 (SAEs)	
from	 investigators	 to	 sponsors	 and	 of	 suspected	
unexpected	 serious	 adverse	 reactions	 from	 sponsors	 to	
the	 competent	 authority	 is	 paramount	 in	 protecting	 the	
safety	 of	 participants.	 It	 is	 possible	 that	 a	 trial	 patient	
may	be	diagnosed	with	COVID-19	and	may	experience	
SAE	 due	 to	 the	 disease/drug.	 The	 determination	 of	
causality	 of	 such	 SAEs	 to	 drug/COVID-19	 should	 be	
left	to	the	DSMB,	which	should	independently	compare	
the	SAEs	between	COVID-19	patients	on	 the	 trial	drug	
and	 individuals	 in	 the	 control	 arm	 in	 a	 randomized	
controlled	trial.	The	annual	safety	report	should	mention	
the	deficiencies	in	reporting	that	may	have	arisen	due	to	
the	pandemic

8.	 With	 the	 improvisations	 being	 introduced	 to	 the	
trial	 design	 and	 the	 inferior	 follow-up	 and	 reporting,	
“missing	 data”	 is	 inevitable.	 Missing	 values	 can	 have	
a	 significant	 impact	 on	 the	 analysis	 and	 results	 of	 the	
study.	 This	 needs	 to	 be	 addressed	 in	 collaboration	
with	 statisticians,	 and	 certain	 statistical	 tools	 can	 be	
employed	to	minimize	their	impact

9.	 For	trials	that	have	to	be	halted	or	restarted,	it	is	critical	
that	 the	 regulatory	 agencies	 and	 the	 EC	 are	 informed.	
The	 interim	 analysis	 may	 be	 conducted	 if	 the	 data	 are	
deemed	adequate

10.	Contingency	 measures	 for	 trial	 patients	 who	 contract	
COVID-19	 should	 be	 in	 place.	 A	 clear	 plan	 for	 their	
testing,	 transfer,	 and	 admission	 has	 to	 be	 formulated	
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beforehand.	 All	 patients	 on	 immunosuppressive	 trial	
drugs	should	be	tested	before	the	start	of	therapy

A	 global	 survey	 that	 looked	 at	 the	 impact	 of	 COVID-19	
on	 cancer	 research	 found	 that	 only	 20%	 and	 14%	 of	
institutions	 are	 continuing	 enrollment	 in	 the	 USA	 and	
Europe,	 respectively,[11]	 while	 COVID-19	 research	 is	 an	
urgent	national	priority,	but	this	should	not	be	at	the	cost	of	
halted	non-COVID-19	research	that	may	include	potentially	
life-preserving	 or	 life-extending	 treatments.[9,12]	 The	 ICMR	
and	 the	Central	Drugs	Standard	Control	Organization	have	
detailed	 guidance	 documents	 for	 the	 ethical	 and	 practical	
conduct	 of	 clinical	 trials	 in	 the	 non-COVID-19	 era.[13-15]	
It	 is	 of	 the	 essence	 that	 similar	 guidance	 is	 provided	
in	 the	 COVID-19	 era	 to	 ease	 the	 conduct	 of	 pragmatic	
non-COVID-19	research	as	well.
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