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The NEW ENGLAND JOURNAL

ef MEDICINE

SOUNDING BOARD

The Magic of Randomization versus the Myth
of Real-World Evidence

Rory Collins, F.R.S., Louise Bowman, M.D., F.R.C.P., Martin Landray, Ph.D., F.R.C.P.,
and Richard Peto, F.R.5.

Box 1. Facilitation of Randomization to Enhance Patient Care and Protect Public Health.

Randomization Provides Evidence about Treatment Effects That Can Ba Trusted

Randomization results in groups of patients that are balanced (give or take the play of chance] with respect to their risks of all types of health
outcomes. Consequently, in sufficiently large randomized trials, the effects of a treatment can be reliably assessed.

Monrandomized observational studies may be able to detect large treatment effects. However, the potential biases can be apprecdizble, so
such studies cannot be trusted when the benefits or harms of a treatment are actually null or only moderate.

Obstacles to Randomized Trials Should be Removed to Protect Patients
Increased focus on adherence to rules rather than on the scientific principles that underlie randomized trizls has substantially increased the

complexity and cost of trials.
Promotion of nonrandomized analyses of databases as a rapid source of "real-world evidence” about the effects of treatments is a false solu-

tion to the problems caused by the bureaucratic burdens imposed on randomized trials.
Instead, obstacles to randomized trials should be removed to allow more new treatments to become available and to facilitate the reliable

(N Engl J Med, 2020; 382:674)

aszessment of axisting treatments.
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e N | 3y Dexamethasone in Hospitalized Patients with Covid-19
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o eEFOXS200x%> 7oA Ay AEFEI-YMEIL (N Engl J Med.384(8);693-704, 2021)
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Eﬁ%ﬁ%ﬁﬁﬁsﬂrﬁ” they were unable to provide consent. The trial

e . =A, - was conducted in accordance with the principles
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= CTTIATo71=~ O—/\)LDsurvey (Corneli A et al. CCTC 2021)

== T EAKEHI-OFIEH top5

v Sponsor: Monitoring (45%)
v Essential Documents: During the Clinical Conduct
of the Trial (43%)
v Essential Documents: After Completion or
Termination of the Trial (42%)
v' Sponsor: Trial Management, Data Handling, and
Record Keeping (42%)
Essential Documents: Before the Clinical Phase of
the Trial Commences (41%)
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= GCPHHYITIToI=BARAXERDsurvey (Nakamura et al. TIDR 2021)

IRBIEC

e RN KENHT-IEH top 5

" v" Investigator: Informed Consent of Trial Subjects
v Sponsor: Monitoring
v IRB/IEC: Composition, Functions and Operations
v" Investigator: Records and Reports
i v" Investigator: Medical Care of Trial Subjects
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o This guideline should be followed when generating clinical trial data that are intended to be submitted to
regulatory authorities.

CDHASAUIE, AHBB/ICRE T AERKREBRT —2Z T HRIRINETH D,
o The principles established in this guideline may also be applied to other clinical investigations that may
have an impact on the safety and well-being of human subjects.

AP AV TRISHRAL. WREORLLBLTHEERE TARIOS DROBEHRILERT B

0 COEET.FICTHARTREERUNDERKGRERIZHICH-GCPEERA T RNELLVZ AN ENYE O TV

E6(RI)TIEIEERZDNT ARSI R THLHZEN AL

o This guideline applies to interventional clinical trials of investigational products that are intended to be
submitted to regulatory authorities. This guideline may also be applicable to other interventional clinical
trials of investigational products that are not intended to support marketing authorisation applications in
accordance with local requirements.

AKAARZAUE, REALBADREZERLBERAERZEON ABRKHERICERAINS KA/ | HHBOE
gligélgé RERFTABRHBORMTET S EBMELLGL | ERIREBREDZOMO T ARRKEHERICLERINS
> - \ o
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o 2.10. Investigational Product Management (B PRERERZE D EIR)

For authorised medicinal products, alternative approaches to the aforementioned may be
considered, in accordance with local regulatory requirements.

BARERMISOVTIE, HBORHZHICHEL ., LEICHKOITEERFATIEEAH D,

E6(R3)EAEFEDENEED XL
0 EU-CTRIZEERZDN AME AL EASFE T, ICH-E6(RI)NIXIFZDXEFEHR

EU-CTRD h TMHEN AEEERSER (low intervention clinical trial) 1ZE &L . BRICIR&ID G TERE
IHIZEEZDIT TN

o BARTIE?
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Risk-proportionate approach

SEREAER D B (L7fit-for-purpose” TE A AL (GCPIEF vy o) ARTIEALY)

o (Principle 6.1) Quality of a clinical trial is considered in this guideline as fit for purpose.

ERREERDTOER . 770—FI&, SMEICHT IV RVEWRESNDEIT—EIDEEN
IZR & >f=(proportionate) AiE TCEEINIEIE

o (Principle 7) Clinical trial processes, measures and approaches should be implemented in
a way that is proportionate to the risks to participants and to the importance of the data
collected.

BRREAERDEIZE-TOITA4HIVIEGEZR (CTQ factors) FEIEL . FaPREAREER TS
HoWLHERICHLTRIMEZICEZ/EY L (Quality by Design)

o (Principle 6.2) Factors critical to the quality of the trial should be identified. These factors
are attributes of a trial that are fundamental to the protection of participants, the reliability
and interpretability of the trial results and the decisions made based on those trial results.
Quality by design involves focusing on the design of all components of the trial in order to
maximise the likelihood of trial success

)
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Interventional clinical trials of investigational products
that are intended to be submitted to regulatory authorities

Pragmatic Explanatory

® ®

Procedures (Annex 1)

v PrinciplesZz&5F 9 A ECENER
v' Procedures|3itE& M B 891255 C TEEIZ:@E A (proportionality)
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Pragmatica Lung Study: S2302
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DML FRIA Ramucirumab +
(EEREEBEDEETRE) Pembrolizumab

£ A4 (effectiveness) DRSEA B 14
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T—RINE X HFIERE

Primary endpoint
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EEEZRRELRIER
BERLVBHAEHEZRERITEDTS
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L7=registrational intent trials G35

NIH Pragmatic Trials Collaboratory. Grand Rounds Feb 24, 2023.

https://rethinkingclinicaltrials.org/news/grand-rounds-february-24-2023-s2302-
pragmatica-lung-new-directions-for-decreasing-burden-and-increasing-inclusion-in-
nctn-clinical-trials-konstantin-dragnev-md-karen-reckamp-md-ms/ 19
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A real-world clinical trial for
patients whose non-small cell
lung cancer has returned after
chemo- and immuno-therapy
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Pragmatica Lung Study: @]\ > 7 )LH?
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0 AIR—IONHGEE(XI0OOR—ILLL) A real-world clinical trial for
patients whose non-small cell

IC form lung cancer has returned after

chemo- and immuno-therapy

a0 IIR—D (BEIE25R—VEE)
o )E—HFICHHEE
E=A)T

0 T—ATRVAVMIMAT, R -ZEHFTFMEESHAEHMIZEEMIT 5D H
B

a2 NCIAIToTLVS3FIZ1[EIDEEZE Tsampling SDVZEITID H

v FDA®Mpragmatic trialz# #9570 Y~ &EHE (Project Pragmatica)
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Essential documents (R2)

R2KEIZFTELT=. investigator&sponsorhBMRE T NELZELE AMTHIBR

0 GCPOF YV AMIGREWAZBMEL, REMNTRHGWXEBEICHANZDNSZEAN
DHLH

8.2 Before the Clinical Phase of the Trial Commences

During this planning stage the following documents should be generated and should be on file before the trial formally starts

Title of Document Purpose Located in Files of
Investigator/ Sponsor
Institution
8.2.1 |INVESTIGATOR’S BROCHURE To document that relevant and current scientific X X

information about the investigational product has
been provided to the investigator

8.2.2 |SIGNED PROTOCOL AND AMENDMENTS,
IF ANY, AND SAMPLE CASE REPORT
FORM (CRF)

To document investigator and sponsor agreement X X
to the protocol/amendment(s) and CRF

8.2.3 |INFORMATION GIVEN TO TRIAL X X
SUBJECT

-INFORMED CONSENT FORM To document the informed consent
(including all applicable translations)

- ANY OTHER WRITTEN INFORMATION To document that subjects will be given X X
appropriate  written information (content and
wording) to support their ability to give fully
informed consent




Essential records (R3)

Q

U

potential essential records (3818 B ) #{& 7~

falHlessential M E RO B-H DFRELFHER

Essential Records for All Trials

WhZB X ZE (Essential documents) 1= . WrZBEC &% (Essential records)
R3TIE. Ho AKEE TihETessential records (13I8 8 ) & WAZBSCERIC/E AR EEME D H D

SRERDIFEIZE H B T Hlessential records TH AN M EHKERBHIRRIIZROAVLEHY

Potential Essential Records

Table 1 — Essential Records for All Trials

Table 2 — Potential Essential Records

1.1 Investigator’s Brochure or basic product information brochure (e.g., summary of
product characteristic, package leatlet or labelling) and relevant updates

1.2 signed protocol and amendments during the trial

1.3 dated, documented approval/tavourable opinion of IRB/IEC of information provided
to them betore and during the trial

1.4 IRB/IEC composition

1.5 regulatory authority(ies) authorisation, approval and/or notification of the protocol
and subsequent protocol amendments during the trial (where required)

1.6 completed signed and dated informed consent forms

1.7 completed participant identification code list and enrolment log

1.8 - notification by originating investigator to sponsor of serious adverse events (SAEs)

2.1 sample of data acquisition tools (e.g., case report forms (CRFs), diaries, clinical
outcome assessments, patient-reported outcomes) that are provided to the investigator
and/or IRB/IEC
sample of information given to trial participants and revisions during the trial

2.2 - informed consent materials (including all applicable translations)

- any other documented information, e.g., instructions for use of an investigational
product or a device
- advertisement for participant recruitment

23 financial aspects of the trial

24 insurance statement

2.5 signed agreement between involved parties, e.g.,

- investigator/institution and sponsor
- mv ebtlgator/mstl‘rutlon and service providers

CCTHEMFzY VAR IBEEWNA TIE>GEL BHERE

EITRODDHBIENEREIN TS
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DCT(A2SA2BER) ~D Xt

Investigator/Sub-investigator®¥ 9 LE i ER IZ/E LA LVZIC

o Investigator: A person responsible for the conduct of the clinical trial atatral-sie.

REEER L HRHRORE (RREIEPI-T ORI THOHRSMEE EL) <ML (RiEEH

Sub-investigator (FRERE 73 18EF) N 5B EHkIZ at a trial site” HVHll R

DCTDIZE. AREXEMGR M BEMMNERICHEET ASELTAHRELGVVODEE
0 KETIXCROMEHEinvestigatorE 2L TREEANIKRET SR DDCTHH S

0 BAERTIEIPIUSIAIEEREEFEU DTS T=0 . GCPETADEADRICESITHM?

Investigator site (Fifz[ZE &K - -DCTD/\—+F—E% T E:H)

o The location(s) at or from where trial-related activities are conducted under the investigator’s/
institution’s supervision.

AEREEEEE AR RREEOEEDLE., HBRICEAETIXEHNLDEHICENTRIEIZNDE
ATt RICRIESN DGR

0 5% (R2MFE ) trial site: The location(s) where trial-related activities are actually conducted.
PRICEDLIRFBLERIITHON D5

vV DCTEDA/N—T47ERYBADEE ELGLLEVRICRARBRDEEIGEIN TS




Summary
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