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Optimizing Collection of Adverse Event Data in Cancer

Clinical Trials Supporting Supplemental Indications

Lee D. Kaiser, Allen S. Melemed, Alaknanda J. Preston, Hilary A. Chaudri Ross, Donna Niedzwiecki,
Gwendolyn A. Fyfe, Jacqueline M. Gough, William D. Bushnell, Cynthia L. Stephens, M. Kelsey Mace,
Jeffrey S. Abrams, and Richard L. Schilsky

See accompanying editorial on page 5019
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Purpose
Although much is known about the safety of an anticancer agent at the time of initial marketing

approval, sponsors customarily collect comprehensive safety data for studies that support
supplemental indications. This adds significant cost and complexity to the study but may not
provide useful new information. The main purpose of this analysis was to assess the amount of
safety and concomitant medication data collected to determine a more optimal approach in the
collection of these data when used in support of supplemental applications.

Methods

Following a prospectively developed statistical analysis plan, we reanalyzed safety data from eight
previously completed prospective randomized trials.

Results

Atotal of 107,884 adverse events and 136,608 concomitant medication records were reviewed for
the analysis. Of these, four grade 1 to 2 and nine grade 3 and higher events were identified as drug

eliecte that anere not inclided 0 the nravioycly sactablichad cofaty nrafilec and conld notantially

J Clin Oncol. 2010 Dec 1; 28(34): 5046-5053.
Published online 2010 Oct 4. doi: 10.1200/JC0.2010.29.6608
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3018355/
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Safety-Related Drug Label Changes Following
Large Post-Marketing Cardiometabolic Trials:
A Review of European Public Assessment
Reports

Viktoriia Starokozhko'~, Fatima Tarrahi', Parrick J.W.S. Vrijlandt'~ and Peter G.M. Mol'*-*+
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Study Highlights

WHAT IS THE CURRENT KNOWLEDGE ON THE
TOPICE

Selective safery dara collecrion may simplify late-stage clini-
cal trials and improve their feasibilicy. However, the impact on

arose from trials with antithrombotic agents (88%) and crials
performed in 2 new populacion (92%).

HOW MIGHT THIS CHANGE CLINICAL PHARMA-
COLOGY OR TRANSLATIONAL SCIENCE?

increasing overall drog safery knowledge is unknown.

WHAT QUESTION DID THIS STUDY ADDRESS?
The study evaluaced how much safery information is added
to the drug label based on large trials with cardiometabolic
agents after their initial anchorizacion.

WHAT IMOES THIS STUDY ADD TO OUR
KMNOWLEDGE?

We showed thar only 35% of large post-authorization trials
led to changes in listed adverse drug reactions. Most changes

=] The study indicates that large trials for cardiometabolic
agenes reported after aurhorization add limited new safery
information on adverse drug reactions, especially when per-
formed in populations comprehensively studied before. This
suggests that selecrive safery dara collection can be applied in
certain cases without reducing safery learnings from large post-
authorization rrials.
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Clinical Pharmacology & TherapeuticsVolume 113, Issue 4Apr 2023Pages747-933
https://doi.org/10.1002/cpt.2840
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How Many Clinical Trials Exist that Have Adopted Selective Safety
Data Collection? NEJM Literature Search Results: The Possibility
of Harmonizing the ICH E19 Guideline

Yukd Yamatani™* . leﬂrukl Saekl, Ph.D."*. Risa Tanaka"* . Takujl Komeda'* - Yukiko Watabe, M55 .
Hironorl 5akal, Ph.Ou
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Abstract

Background The selective safety data colkection (5500} proposed in The [nternational Council for Harmonisation of Tech-
nical Reguirments for Pharmaceuticals for Homan Use E19 guideline is 3 more szlective approach to collact safety data
of medicinal products with well-characierized safety profiles. There has boen no systematic survey of the implementation
status of S50Cs.

Methods A literatuse search was conductad on clinical riaks using S50 published in The MNew England Jowrnal of Medicine
from February 1, 2016, to December 31, 2019, By reviewing the retrseved exts, protocols, and statistical anabysis plans, we
identified the method of safety dats codlection and evaluated whether 2 ach trial adoped S50,

Results O the 459 trials of medicinal products searched, 44 clincal trials adopted 550, The common obgectives of these
studies wem "o study additional endpoints™ (31 trizls, 70.5%) and “pew indications of approved drugs™ (8 trials, 18.2%)
Participant number was mone than 1000 in 33 trials (73,050, Most trials adopied S50 for the entire study population
throwghout the trial period. Death and serious adverse events (5AEs) wene recorded in all trials. Twenby-nine (66.6%) recordad
death, SAE. and AE leading to drug discontinuation, which were speciied in the E19 draft gusdeling as the data that shouid
be codlected under all circumstances.

Conclusion Therz have aiready been cases where S50 was wsed in climical trizls for regulatory application. It is desirable
that the E19 gusdeling will harmonine the method for implementation of S50, making 550 mom common &5 80 option
for clindcal trial design.
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ITSHJ/=New England Journal of Medicine (NEJM)
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Therapeutic Innovation & Regulatory Science (2022) 56:677—684
https://doi.org/10.1007/s43441-022-00414-z
https://link.springer.com/article/10.1007/s43441-022-00414-z 12
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Table 2 Summary of Clinical Trials for Medicinal Products that Adopted Selective Safety Data Collection

Disease area

ltem Overall Oncology Cardiovascular Infectious diseases Others®
Mumber of studies 44 {100.0%) 3(11.4%) 24 (54.5%) 8 (18.2%) 7(15.9%)
Study type
Multi-re gional clinical trial 30 (68.2%) 5(100.0%) 19 (79.2%) 4 (50.0%) 2 (28.6%)
us 23 5 15 2 1
Europe 28 5 19 2 2
Japan 13 2 8 2 1
Others 29 3 19 4 1
Single-regional clinical trial 14 (31.8%) 0 {0.0%) 5(20.8%) 4 (50.0%) 5(71.4%)
Us 3 0 2 | 2
Europe 5 0 1 | 3
Japan 0 0 0 0 0
Others 4 0 2 2 0
Number of participant
1-299 2{4.5%) 0 {0.0%) 0 {0.0%) 0(0.0%) 2(28.6%)
300999 9(20.5%) 3 (60.0%) 0 {0.0%) 3(62.5%) 1 (14.3%)
1000—-4999 15 (34.1%) 1 (20.0%) 8(33.3%) 3(37.5%) 3 (42.9%)
S000-9994 6 (13.6%) 1 (20.0%) 4(16.7%) 0(0.0%) 1 (14.3%)
1O000- 12 (27.3%) 0 {0.0%) 12 (50.0%) 0(0.0%) 0 (0.0%)
Study start date
2000-2011 15 (34.1%) 2 (40.0%) 9 (37.5%) 4 (50.0%) O {0.0%)
20122017 26 (39.1%) 2 (40.0%) 14 (58.3%) 4(50.0%) 6 (83.7%)
Unknown 3 (6.8%) 1 (20.0%) 1 (4.2%) 0 (0.0%) 1 (14.3%)

#Others” includes women with bleeding in early pregnancy, infants with SCID-X 1, maintenance hemodialysis, patients at risk for gastrointesti-
nal bleeding in the ICU, diabetes, aplastic anemia, and subclinical hypothyroidism
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Adverse events reported by the patient will be evaluated by the investigator to determine if a
given event meets the criteria for a serious event (described in Section 10.1).

Any adverse event that does not meet the definition of a serious event will be considered non-
serious and will not be recorded in the eCRF, with the exception of events noted in Section 10.3.

BIMHHONREIRDBSAEX*BS XUV I FEFF RDGREMESHSEIFDSAE(IClinical Events
eCRFIC:E )9 D C & TSponsorADE R RE X5kt
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AESI: adverse event of special interest
MedDRA SOC : System Organ Class
MedDRA PT : Preferred Term
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Timeline showing the development of the RECOVERY trial, from March 2020
to March 2022, including key drug discoveries

REGHVERY

5 June 2020 15 January 2021 8 June 2021
'No clinical benefit' 'No clinical benefit' Aspirin found
from hydroxychloroquine from convalescent plasma to be ineffective

29 June 2020
Lopinavir-ritonavir
gives ‘no clinical benefit’

18 February 2021
RECOVERY International
launches

3 March 2022
Baricitinib reduces deaths
by about one-fifth

19 March 2020
First patient enrolled

10 March 2020
First draft
protocol written

16 June 2021
hMonoclonal antibody
combination reduces deaths
in people who have not
mounted their own
immune response

16 June 2020
Dexamethasone reduces
deaths by one-third
in sickest patients

11 February 2021
Corticosteroids with
tocilizumab reduces

deaths by up to a half

4 May 2020 14 December 2020 5 March 2021
10,000 patients enrolled Azithromycin found Colchicine found
to be ineffective to be ineffective

Oxford University; The RECOVERY Trial - two years on (24 Mar 2022)
https://www.ox.ac.uk/news/features/recovery-trial-two-years
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The NEW ENGLAND JOURNAL of MEDICINE . COVID_19@5§yﬁ¥étb‘cﬁ:ﬁ%énkqjﬁﬂ}ﬁ{ztREGEN_COV
(casirivimab +imdevimab) ®Phase I~III Adoptive
design®iRB% (Original Protocol Approved:2020&58)

- BEERONENRIITargeted TEAETEZRINTHO.

: o PhI~IIIZ)(— NCUREES BITRIFSAE. AESI (IRR. SBEVE.
REGEN-COV Antibody Combination RS T A T e AE*Ph3 Only)

and Outcomes in Outpatients with Covid-19 - AESIBUOIEEEAE (Gr3-4) (FEIHERBPhL/(— LU

ORIGINAL ARTICLE

D.M. Weinreich, S. Sivapalasingam, T. Norton, S. Ali, H. Gao, R. Bhore, J. Xiao, PhIII®OCohort2 (18#‘25';,%0)%%) ¢ Cohort3 (DED)EEFICD%
10.1.1.  General Guidelines &) 0—88 (18mKinnE) DHEIIZRICUNE
Only targeted TEAESs will be recorded: - JOMJ-JLORationalelCBWWT. EEEDAEIRESELUIERE
e All phases: Treatment-emergent SAEs, up to day 29 UCTATFZRRTNS
e Phase 1 and phase 2 only: Treatment-emergent AESIs, defined as grade >2 IRRs and e  COVID-190O#JHRSEIR (FHE N OE2HR L&D, &
L grade >2 hypersensitivity reactions (see Section 10.1.3), up to day 29 SOREIRZ R TAELEU CRERERER TURE T B E(FEE(CYY —
e Phase 1 only: TEAEs (grade 3 or grade 4 only), up to day 29 ADAE I EERIGCEAREEZHENT, T, BECIE
— —_ = \ 7 = > B
e Phase 3 only, all cohorts: Treatment-emergent AESIs, defined as grade =2 IRRs, BlFEAEY SETERMFEDRESUATOIENMEED
grade =2 hypersensitivity reactions, and any TEAE that led to a medically-attended o HREYIAINZEEBEUERITUARETHREEEEITBRE
visit (see Section 10.1.3), up to day 29 SAE. AESTZUNEEL S B¢ TE S FARSHEN
e Phase 3 only, all cohorts: Treatment-emergent SAEs from day 30 to day 169 B85n3
e Phase 3 only, cohort 2 (and cohort 3 patients <18 years) only: Grade 3 and grade 4 o  JEEEAECOVTIE. BIEARSTLTLACOVID-19=%20
TEAES, up to day 29 FREEYEFDHERICSV TBEIRINES 5T E Th5
REGEN-COV Antibody Combination and Outcomes in Outpatients with Covid-19 (N Engl J Med 2021;385:e81. DOI: 10.1056/NEJM0a2108163) EIH: Entry into Human
https://www.nejm.org/doi/full/10.1056/NEJM0a2108163 TEAE: Treatment Emergent Adverse Event
Protocol

https://www.nejm.org/doi/suppl/10.1056/NEJM0a2108163/suppl_file/nejmoa2108163 protocol.pdf 19
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