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Global impact of COVID-19 on CTs (d 2aPHuus

¢ According to ClinicalTrials.gov, as of March 2020, more than
260,000 CTs, including more than 146,000 CTs of drugs and
biologics, were still ongoing.

MORTH

“* Almost suddenly, the COVID-19 pendemlc has threatened the data
integrity of many CTs. " 7~ e I~

** As of October S;ﬁib'é@, more than 35 million of new cases were
registered, of which more than 1 million were:fatal. AUSTRALIA

¢ Every day the number of new cases reaches about 300 thousand.

Abbreviations: COVID-19 = coronavirus disease 2019; CTs = clinical trials.




Global impact of COVID-19 on CTs C aapPHUUSA

@ 2018-2019 @ 2019-2020

UNITED STATES : SOUTH KOREA

¢ In China, as of
02.2020, the number
of new patients
enrolled in the study
decreased by 83%
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% In the US in the first
half of March 2020, a
FRANCE decline is 62%
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* Similar trends in other
countries
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NEW PATIENTS ADDED
PER STUDY SITE

Message: COVID-19 severely impacted CTs reducing enrollments of study participants.

3 Abbreviations: CTs = clinical trials, COVID-19 = coronavirus disease 19. Source: https://www.medidata.com/wp-
content/uploads/2020/03/COVID19-Clinical-Trials_20200324-1.pdf
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Oncology -6%

Change in new patients
entering study-sites by
therapeutic area

Cardiovascular
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* Cancer CTs have been least
affected by the pandemics NS
compared to CTs in other TA

L)

«* As of 08.2020, the number of
patients entered non-oncological
CTs is 31% less than for the pre-
pandemic level in 2019.

Dermatology

@ Augvs 11 months 2019

Endocrine @ Julvs 11 months 2019
@ Junevs 11 months 2019
. i Respiratory
Message: CTs by TA are gradually restoring R atan @ May vs 11 months 2010
with non-oncology CTs have not reached
the pre-pandemic levels of enrollment (- -02% Aprvs 11 months 2019
31% ) . -100% -80% -60% -40% -20% 0% 20% 40%
4 Abbreviations: CTs = clinical trials, TA = therapeutic area. Source: COVID-19 and Clinical Trials: The Medidata Perspective,

Release 9.0, SEP21, 2020



Lessons learned from the pandemic and what can be implemented for CTs d AAPHUUS

1. Pragmatic or “straightforward" research
Studies can be planned with longer and flexible time frames and simplified data collection requirements.
2. Use of technologies to reduce the number of in-person visits:

* remote obtaining of informed consent (incl. e-consent)

= virtual patient visits ("telemedicine")
= electronic signatures as a standard Stephen M. Hahn
° 4

= home delivery of drugs (incl. IMP) EDA commissioner

3. Decentralized CTs

Pros: close to real-world evidence, improving the generalizability or external validity of data obtained during CTs without violating internal
validity. Cons: logistical load, additional training activities, possible difficulties in the registration of AE, may not be applicable to parenteral
IMP.

4. Real world evidence

Example 1. Patient with melanoma entering CT requires only one thing — to fight the disease. This normally may correspond to the primary
endpoint of the study, but other study assessments (PK, exploratory markers etc) may burden the patient (and study team) and make study
protocol onerous.

Example 2 Patient with severe chronic pain should take study medicine and visit his investigator in strictly predetermined time intervals. It
Enakes study protocol far from real world evidence with more flexible and symptom-driven management approaches.



Recommendations of Regulators d AAPHUUSA
on CTs conduct during the COVID-19 pandemic

DATA
INTEGRITY IN
CLINICAL TRIALS

SAFETY, WELL-BEING AND

% KEY FORMULA
: RIGHTS OF SUBJECTS

6 Abbreviations: CTs = clinical trials.



Recommendations of Regulators
on CTs conduct during the COVID-19 pandemic
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GUIDANCE ON THE MANAGEMENT OF CLINICAL TRIALS
DURING THE COVID-19 (CORONAVIRUS) PANDEMIC

Version 3
28/04/2020
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HEALTH

18 May 2020
EMA/INS/GCP/162006/2020

Guidance on remote GCP inspections during the COVID-

Jlo yBaru 3asBHMKIB Ta AOCNiAHUKIB!
B8 28.09.2020 @ 4518 =

OHoBeHi pekoMeHAaLiT WOA0 NPoBeAeHHA KNiHIYHMX BUNpPo6yBaHb
nikapcbKuXx 3aco6iB B YMOBaX NOJ0B)XXEHOTo KapaHTUHY B YKpaiHi

PekomeHndayii po3pobseHi Ha nidcmasi YUHHUX HOPMAMUueHUX 8uMo2 8 YKpaiHi wodo
npogedeHHs KAIHI4HUX 8unpobysaHb aikapcekux 3acobis (0ani — KB) 8 ymosax
KkapaHmuHy 01 3anobizaHHA NOWUPeHHI0 20cmpol pechipamopHol xeopobu COVID-19
ma 3 ypaxysaHHAM pekoMmeHOayili Eaponelicekol AzeHyil 3 nikapcekux 3acobis (EMA,
Bepcia 3 8id 28.04.2020).

[T

19 pandemic

EUROPEAN MEDICINES AGENCY
ENC

sC1 MEDICINES HEALTH

26 June 2020
EMA/158330/2020 Rev. 1
Committee for Human Medicinal Products (CHMP)

Points to consider on implications of Coronavirus disease
(COVID-19) on methodological aspects of ongoing clinical
trials

1. Betyn

[ii cnoHcopa, A0CNiAHMKIB Ta iHLWWX Oci6, 3anyuyeHunx 40 npoBeAeHHA KB noBWHHI 6yTy
BIANOBIAHUMU A0 MPUAHATMX BNALOHK BUMOT Ha HaLliOHaJIbHOMY Ta MiCLLleBOMY PiBHAX
Ta FPYHTYBAaTUCA Ha KPUTEPIAX OLLIHKKM KOPUCTb/PU3MK ANA LOCNIAXKYBAHUX,
JOC/IAHWKIB Ta AKOCTI AaHWX, OTPUMaHWX Npwu nNpoBezeHHi KB.

3 ornagy Ha NoTpebu AOTPUMaHHA CoLiaNbHOI ANCTaHLl, AKLWO AOC/IAXYBaHWA He
MoXe NpubyTy 40 Micua NpoBeAeHHA BUNpobyBaHHA (aani — MIMB), MoxyTb 6yTi
3AiMCHEeHI iHWI 3axoAuW, Taki AK MaTpoHaX Ha AOMY, AKLLO Lie MOMUIMBO, Y KOMYHIKaLLif
no TenedoHy abo 3a 4ONOMOTOH Bije03B'A3KY (TEEMEAULVHMN), WO MOXYTb
3HaZ0BUTUCA ANA BUABNEHHA HebaXaHnX ABULL Ta 3a6e3neyeHHsa NocTiiHOT MeAnUHOT

Contains Nonbinding Recommendations

FDA Guidance on Conduct of Clinical
Trials of Medical Products during
COVID-19 Public Health Emergency

Guidance for Industry,
Investigators, and Institutional
Review Boards

March 2020

Updated on September 21, 2020

Comments may be submitted at any time for Agency consideration. Submit written comments to the
Dockets Management Staff (HFA-305), Food and Drug Administration, 5630 Fishers Lane, Rm.
1061, Rockville, MD 20852. Submit electronic comments to https://www regulations.gov. All
comments should be identified with the docket number listed in the notice of availability that

publishes in the Federal Register.

For questions on clinical trial conduct during the COVID-19 pandemic, please email
Clinicaltrialconduct-COVID19@fda.hhs. gov

Statistical Considerations for Clinical
Trials During the COVID-19 Public
Health Emergency

Guidance for Industry

June 2020




Recommendations of Regulators d NAAPHUUS
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Changes to informed consent (incl. remote)

0 EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Key recommendations concern:

Risk-based CTs assessment

Remote subject visits and assessments (“telemedicine”)
IMP distribution and delivery to subjects
Remote monitoring (centralized and off-site monitoring, remote SDV)

Maintaining GCP-principles

N o s Wy

CT design flexibility but risk of biases must be considered

8 Abbreviations: CTs = clinical trials; GCP = good clinical practice; IMP = investigational medicinal product; SDV = source data verification.
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The COVID-19 pandemics affected all aspects of CTs

—_

¢ Brought the need
for strict anti-
epidemic
measures

+* Disrupted
transport
communications

Yoo

o

Abbreviations: CTs = clinical trials; IMP = investigational medicinal product.

s Influenced the
psycho-emotional
state of
researchers and
subjects

———-——/

¥ anPHUUS

Planning and preparation

Logistics (including IMP distribution
to subjects)

Ability to recruit patients in CTs

Ensuring the safety of subjects and
investigators

Conducting visits and evaluations
Quality assurance and monitoring

Data management and analysis
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Darnitsa’s experience of CTs during the pandemics d AAPHUUSA

Darnitsa’s CT dashboard during the rise of COVID-19 era

cardiology

pain
cardiology pain gastro- management
management intestinal

Was ongoing

: Was in initiation Was in planning
(not enrolling)

Was in completion

Darnitsa’s CT team is able to meet pandemics-related novelties in trial conduct and follow applicable
recommendations.

Abbreviations: CT = clinical trial.



Use of technologies to reduce the number of in- d aAPHUUS
person visits

What is possible in Ukrainian realities:
+*eCRF (electronic data capture) =
s eTMF (electronic trial documentation) | =
**ePRO (‘electronic subject diary’)

m—— 1 Whatis insufficient or lacking:

—— -~ o E-signature in medical environment
E-education, especially in elder population
E-ICF (consent)

E-submission of CTA

Public Health digitalization

o

e ©
- e < Sl o
o

Darnitsa

- eTMF which opens the possibility of e-submissions of CTAs
- eCRF services which is helpful for centralized and off-site monitoring

Abbreviations: CTA = clinical trial application; eCRF = electronic case report form; elCF = electronic informed consent form; ePRO = electronic
patient reported outcome; eTMF = electronic trial master file.



What is your opinion about the future of CTs (for the

next 6 months)?
According to a site survey conducted by Medidata on 08.2020, n=734

Highly optimistic (5)
Slightly optimistic (4)
Slightly pessimistic (2) _
Highly pessimistic (1) -
0% 10% 20% 30% 40%

d QAPHUUS

The weighted average of the responses was 3.67, almost 60% of sites were optimistic, while only

16.5% were pessimistic.

Message: CTs’ future is optimistic in general.

12 Abbreviations: CTs = clinical trials. Source: COVID-19 and Clinical Trials: The Medidata Perspective,

Release 9.0, SEP21, 2020
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Thank you for attention!

Contacts:
o.torhun@darnitsa.ua

a.doroshenko@darnitsa.ua

d aapHUUS



