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PUBLISHER'S NOTE

The new year often offers us a great opportunity to evaluate aspects of our lives and identify areas of improve-
ment that we can work on. The same can be said for the clinical trials industry. In mid-November, Applied Clinical Trials’ 
Washington correspondent, Jill Wechsler, reported that potential Congressional approval of several FDA-supported reform 

proposals will be tabled until 2023 due to the close results of the latest election (http://bit.ly/3EJrRiH). With changes in the health-
care industry seemingly upon us, this issue of ACT focuses on the regulatory state of clinical trials. 

This month’s round of features starts off with an article previously featured online that takes an in-depth look at Project Optimus 
(page 16). The initiative from FDA’s Oncology Center of Excellence aims to reform the dose optimization and dose selection para-
digm in oncology trials. 

One of the key themes in healthcare in 2022 has been diversity. In April, FDA issued a draft guidance that recommends sponsors 
submit a “race and ethnicity diversity” plan as part of their investigational new drug application. Starting on page 18, we present 
an article on how stakeholders can navigate DE&I challenges in clinical trials, specifically FDA’s April draft guidance. Following 
right after, on page 21, regular ACT contributor Christine Bahls provides an overview of key FDA and European Medicines Agency 
(EMA) guidances that have been updated during 2022. From clarification on the use of medical devices to guidance on Creutzfeldt-
Jakob disease, these revisions address a wide variety of challenges experienced in clinical trial execution this year. Rounding out our 
last set of features in 2022 is a piece exploring the submission of simultaneous drug applications to FDA and EMA (page 24). It pres-
ents a roadmap for developers in avoiding the common pitfalls of concurrent filings.   

As we can see by the FDA and EMA guidance updates, much has been accomplished in the regulatory landscape governing clini-
cal trials in 2022. It leaves me feeling excited to see what awaits us in 2023. As always, thank you for reading and we look forward to 
keeping you up to speed on the fast-evolving world of clinical trials in the new year.                  ACT                         

                     
Mike Hennessy Jr
PRESIDENT AND CEO
MJH LIFE SCIENCES®

THE REGULATORY PICTURE

ACT ONLINE

TOP 5 MOST-VIEWED STORIES ON SOCIAL MEDIA

1.  CRAACO, Moving Trials Closer to Patients 
http://bit.ly/3EM13yl

2.  Consent Management: Moving Beyond Simple eConsent 
http://bit.ly/3hW8dGZ

3.  Survey Results: GCP Quality and Risks in Decentralized 
Clinical Trials 
http://bit.ly/3SYh09n

4.  Strategies Learned from Duchenne Muscular Dystrophy 
http://bit.ly/3XeKfqR

5. Mobilizing and Maintaining Clinical Trials in Midst of War 
    http://bit.ly/3EkyM0f

eLEARNING:
IQVIA leaders discuss current and future use of wearables, 
sensors, and other medical devices to evaluate respiratory 
function within decentralized clinical trials (DCTs) keeping 
the patient at the core. This webinar focuses on the selection 
of best-fit technology, enablers to increase compliance, ease 
of use of devices, and global logistics. Viewers will gain an 
understanding of the nuances around the use of these devices 
within their DCTs and equip them with the information they 
need for optimal decision-making.
http://bit.ly/3TN7EfV

Implementing new technology can seem overwhelming when 
you consider all the variables involved, such as regulatory 
requirements, validation efforts, staff training, and writing new 
SOPs. Once deployed, ensuring that teams understand how to 
use the analytics to drive actionable insights and reduce trial 
costs is also critical. As this webinar highlights, the good news is 
that with appropriate change management practices, thoughtful 
input at the beginning of the process, and an experienced 
vendor partner, your risk-based quality management (RBQM) 
implementation can be smooth and effective.
http://bit.ly/3URBPny

          GO TO: 
appliedclinicaltrialsonline.com                                                             
to read these exclusive stories and other  
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From Present to ‘Post’: 
Holdover Trends to Watch 

Lisa Henderson
Editor-in-Chief

As industry 
weaves its way 
through hybrid 

clinical trials and 
delivering on 

underrepresented 
populations for 
participation, 

there is no one 
way to success. 

Currently, we are straddling two worlds, or 
more—post-pandemic, always endemic, 
another full-f ledged pandemic? People 

are looking to these coming winter months with 
trepidation. Flu? RSV? Or COVID? It’s a toss-up.

But this confusing 2022 world impacts trends 
for 2023. Let’s take a look at a tiny fraction. 

Telemedicine as a basis for decentralized 
clinical trials (DCTs). Telemedicine and receiv-
ing healthcare remotely was the basis of clinical 
trials and healthcare delivery during COVID. Ac-
cording to data from IQVIA, after its “dramatic en-
trance,” telemedicine is holding steady at 8% of all 
claims data through 2022. Not a decline, per se, but 
not a demonstration of ongoing growth. Other mod-
els of DCT visits—pharmacies, or home nurses, for 
example, are also not without challenges. For home 
nurses, it’s the consideration that some patients may 
not be amenable to others in their home. And large 
pharmacy retailers have shuttered over 700 stores in 
the past two years (IQVIA, September 2022). 

Community-based research. As DE&I ini-
tiatives and patient engagement outreach outside 
of urban areas continues, the “community” ap-
proach is a primary target for growth, in theory. 

Historically, however, that last mile from com-
munity outreach to participant enrollment is still 
a tricky one. Numerous ways to reach those com-
munity sites (hospitals/health systems/sites) include 
networks or partnerships; EMR search for poten-
tial participants; physician referral programs; and 
boots on the ground efforts in underrepresented 
population areas to amplify trust and further local 
engagement. Each of these is not an insignificant 
lift for clinical operations. 

Clinical trials workforce decline. Not one 
presentation this fall has failed to note the decline 
of available professionals to staff clinical trials 
operations, on numerous levels and roles. At the 
site. At the CROs. Hospitals. Pharma. Turnover is 
high, and overall, the healthcare field is suffering 
a dearth of trained staff. This is not a 2023 prob-
lem, this is a long-term projected problem that is 
impacting all levels of healthcare delivery. 

I didn’t intend for this column to only highlight  
challenging trends. But the truth is, as industry 
weaves its way through hybrid clinical trials and 
delivering on underrepresented populations for 
participation, there is no one way to success; it’s a 
complex 2023 world.                  ACT
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WASHINGTON REPORT

Jill Wechsler
Washington 

Correspondent

PANDEMIC SPURRED NEW  
R&D APPROACHES FROM 
PHARMA, FDA IN 2022
This past year has been marked by continued 
efforts to develop, regulate, and distribute impor-
tant therapies and vaccines to treat deadly and 
rare diseases, including the still dangerous CO-
VID-19 virus. Despite generally high praise for 
biopharmaceutical companies in advancing these 
efforts, industry was unable to block the adoption 
of price controls for prescription drugs, a policy 
that risks limiting research in some areas. At the 
same time, the tense political environment lead-
ing up to the November mid-term Congressional 
elections blocked agreement on many important 
legislative and regulatory initiatives for FDA, de-
laying until the very last moment reauthorization 
of critical user fee programs to support the agency. 
Despite the anxiety generated by that cliff hanger, 
FDA succeeded in maintaining an efficient over-
sight and approval program for new and impor-
tant therapies and issued multiple new guidances, 
renewed field inspections, and launched a range of 
initiatives to support public health. 

On the R&D front specifically were pursuits 
from regulators and industry to advance novel ap-
proaches. A preferable strategy for pharma in cur-
tailing drug prices, for example, is to achieve more 
efficient and less costly clinical trials, a goal that 
has prompted a range of initiatives to modernize 
biopharma research operations. The pandemic 
supported wider use of remote and online systems 
to enroll study participants and oversee treatment 
and patient status, with digital technologies be-
coming more widely used for patient monitoring. 
These approaches also appeared effective in ad-
vancing diversity among study participants, where 
remote site visits may facilitate enrollment of indi-
viduals facing difficulties traveling to clinical sites. 

The ongoing surge in R&D for cell and gene 
therapies prompted a reorganization and expan-
sion of FDA offices overseeing these products and 
efforts to clarify and update regulatory policies in 
this area. The importance of FDA providing in-
dividualized advice for these cutting-edge thera-
pies highlights the critical need for the agency 
to attract experts to its staff able to oversee and 
encourage new methods and innovations. 

The expansion in innovative biotech therapies 
and vaccines also highlighted the importance 
of modern production methods able to quickly 
ramp up production of new treatments. In 2022, 
FDA continued to advance several initiatives 

to improve product quality, including propos-
als for a quality management maturity program 
for drugs and biologics; appropriate oversight of 
products with limited chemistry, manufacturing, 
and controls (CMC) information due to expedited 
development treatment; and wider use of smaller, 
mobile drug production methods, such as distrib-
uted and point-of-care manufacturing. 

FDA recognized the challenges in overseeing 
these developments as it moved to revive f ield 
inspection operations for manufacturing facilities 
and bioresearch operations. The agency indicated 
its intent to continue utilizing alternative remote 
inspection methods adopted during the pandemic 
based on the experience of inspection personnel in 
gaining needed information remotely on the sta-
tus and compliance of sites, especially those with 
strong histories of meeting regulatory require-
ments. This shift to a dual inspection mode that 
incorporates document reviews and online “site 
visits” with real-time inspections is likely to be-
come a permanent part of the agency’s oversight 
operations for manufacturers and clinical research 
operations in the US and overseas. 

Managing crises
This past year was a difficult one for FDA Com-
missioner Robert Califf, who faced critical ques-
tioning and a long delay in gaining Senate con-
firmation to head the agency again after a brief 
time as commissioner in 2016. Califf came back 
to FDA with long experience in advancing the 
development and oversight of important new 
therapies to further combat global pandemics 
and deadly diseases. However, the commissioner 
had to spend much time and energy on a host of 
health crises, including a serious shortage in in-
fant formula, rising death rates from opioid over-
doses, and pressure to curb marketing of vaping 
products and e-cigarettes. 

A serious challenge for Califf and health au-
thorities is the continued rise in misinformation 
about coronavirus medical treatments and vac-
cines. FDA and other public health agencies 
struggled to boost COVID vaccination rates 
and counter anti-vaccine voices, while also com-
batting the promotion of untested and danger-
ous “treatments” for COVID and other serious 
health conditions. 

Meanwhile, the delay in Congress renewing 
user fees for drugs, biologics, generic drugs, medi-
cal devices, and biosimilars hampered FDA plan-
ning and put multiple new programs on hold.                  ACT
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EU REPORT

Peter O’Donnell
Brussels 

Correspondent

EUROPE’S DEBATE ON             
AMR BECOMES ANOTHER 
PROXY WAR OVER MONEY
As Europe’s healthcare community holds its 
breath for the European Commission’s wide-rang-
ing proposals on reform of the EU’s pharma-
ceutical rules, lobbying efforts on all sides are 
mounting preemptive campaigns on the most 
controversial issues likely to be covered by the leg-
islation, with incentives for antibiotic research the 
latest topic in the spotlight.

There is no controversy over the need for ur-
gent action as antimicrobial resistance (AMR) 
continues to erode the dwindling arsenal of ef-
fective therapies for infectious disease, but the 
emphasis varies on whether to focus on protecting 
existing antibiotics or whether—and how—to 
promote the development of new agents. 

The debates have been given added urgency 
by disconcerting reports from European Union 
institutions on the growing risks of AMR. “We 
see concerning increases in the number of deaths 
attributable to infections with antimicrobial-re-
sistant bacteria, especially those that are resistant 
to last-line antimicrobial treatment,” said Andrea 
Ammon, director of Europe’s disease control cen-
ter, ECDC, in November. “Each day, nearly 100 
people die from these infections” in the 30 coun-
tries covered by her agency’s estimates—“more 
than 35,000 people each year,” she stressed. The 
burden on healthcare systems and society has an 
economic cost, too, with healthcare expenditures 
and productivity losses totalling nearly $2 billion 
in the EU.

For ECDC, the focus is on reducing unneces-
sary antimicrobial use, improving infection pre-
vention and control practices, and ensuring “ad-
equate microbiological capacity at national level.” 
A decrease of 23% in total antimicrobial con-
sumption in humans over the last 10 years masks 
a worrying increase in the proportion of broad-
spectrum antibiotics used in hospitals. 

The World Health Organization identif ies 
AMR as one of the top current global public 
health threats—it’s up there alongside climate 
change, air pollution, famine, poverty, and war. 
European Commission President Ursula von der 
Leyen listed it as a priority when she took office in 
2019, and her health commissioner, Stella Kyria-
kides, sees the threat as “potentially catastrophic.”  
The head of the Commission’s AMR unit, Sabine 
Pelsser, warns that “we must act as one to avert 
the worse consequences of AMR,” insisting that 

“no single action will, in isolation, provide an 
adequate solution.” In light of the experience of 
COVID-19, her emphasis is on a comprehensive 
response to help prevent the next health crisis. She 
foresees progress being made with the upcoming 
revision of the pharmaceutical legislation, with its 
dual plan for stimulating development and mar-
keting of new antimicrobials while also addressing 
appropriate use. She sees “the failure to develop 
effective new antibiotics” as one of the drivers 
of the predicament, despite the EU’s injection of 
close to a billion dollars in antibacterial research 
and innovation since 2014. 

Combatting the threat “is a high priority” too 
for the European Medicines Agency (EMA), which 
underlines how the lack of new antibiotics entering 
the market exacerbates this “global public health 
problem.” EMA is supporting the development 
of new medicines and treatment approaches in 
concert with the Japanese and US regulatory au-
thorities, to provide a single development program 
that satisfies the requirements of each of the three 
agencies and to agree on an aligned approach to 
clinical trial design. There is even a Transatlantic 
Task Force on Antimicrobial Resistance.

In a Europe where one in two citizens still think 
that antibiotics are effective against viruses, the 
European Parliament is helping to spread the mes-
sage of appropriate use, supporting a campaign 
under the slogan “Let’s keep antibiotics working.”

But policy statements and slogans are not going 
to solve the problem, industry executives mutter 
increasingly loudly in the corridors of the Euro-
pean institutions. “Action is needed to address the 
market failure for antimicrobials, so as to drive 
sustained private research and development in-
vestments,” says the European Federation of Phar-
maceutical Industries and Associations (EFPIA), 
the main industry body in Europe. And what it 
wants the EU to introduce in its legislative rewrite 
is a new incentive in the form of a transferable 
exclusivity extension (TEE), “to revitalize antimi-
crobial R&D.” 

Skeptical of the ability of current EU schemes 
to incentivize at the scale required, industry insists 
that successful innovation depends on reward at 
a level that is sufficient to attract the investment 
required, and to take on the substantial risks. In 
EFPIA’s view, a TEE, entitling a company suc-
cessfully bringing a priority antimicrobial to the 
market to a transferable right to extend the exclu-
sivity period of another product, could provide the 
incentive required.                  ACT
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Q&A

Nabil Chehab    
Medical Affairs  
Head of Lung 

Cancer Franchise,  
AstraZeneca

USING SOLID ENDPOINT 
STRATEGIES FOR SUCCESSFUL 
CANCER TRIALS
The area of oncology is becoming more crowded 
with therapies, and successfully advancing treat-
ments in the indication is becoming more chal-
lenging. Successfully executing clinical trials in 
oncology requires more than a novel therapy; it 
requires a solid strategy in endpoint selection. In 
the following interview, Nabil Chehab, medical af-
fairs head of lung cancer franchise at AstraZeneca, 
discuss strategies used in the Phase III AEGEAN 
trial for treating non-small lung cancer (NSCLC).

Moe Alsumidaie: What do the results 
from the AEGEAN study mean for health-
care professionals and patients?
Nabil Chehab: The long-term prognosis of 
patients with NSCLC, even among those with 
early-stage disease, is poor. With the Phase III 
AEGEAN trial, we are evaluating an immuno-
therapy—durvalumab—in combination with che-
motherapy before surgery to prime the immune 
system, followed by adjuvant durvalumab to main-
tain immunosurveillance in patients with early 
NSCLC, to see if this approach induces a more 
robust immune response and improved outcomes. 

Earlier this year, we shared an interim trial 
analysis that showed administering durvalumab 
in combination with chemotherapy before sur-
gery demonstrated a statistically significant and 
meaningful improvement in pathologic complete 
response (pCR) compared to neoadjuvant (pre-
surgical) chemotherapy alone. We also observed a 
statistically significant improvement in pathologic 
response (MPR). The safety and tolerability of add-
ing durvalumab to neoadjuvant chemotherapy were 
consistent with the known profile for this combina-
tion. These high-level results from the ongoing trial 
are encouraging for patients and the multi-disci-
plinary teams who treat them because the surrogate 
endpoints of pCR and MPR have been associated 
with improved event-free survival in this setting.

MA: The results you reported relate to 
pathologic complete response. What is the 
significance of this endpoint for these pa-
tients and clinical trials?
NC: Surrogate endpoints such as pCR allow us 
to make an earlier assessment of efficacy after a 
patient completes neoadjuvant treatment and has 
shown promising potential as a surrogate end-
point for OS (overall survival). The increased rate 

of pCR seen in the AEGEAN trial suggests that 
adding durvalumab to neoadjuvant chemotherapy 
significantly increases the chance of eradicating 
lung cancer in Stage II/III patients with resectable 
NSCLC without decreasing the number of patients 
able to undergo successful surgery, compared to 
neoadjuvant chemotherapy alone. 

As more data from AEGEAN and other ran-
domized trials evaluating pCR as a surrogate 
endpoint are announced, it will inform a greater 
clinical understanding of the role of pCR and 
potentially lead to validation as a formal endpoint. 

MA: Why is immunotherapy essential  
for this patient population?
NC: Treating resectable lung cancer early provides 
the best chance for a cure. Engaging the immune 
response with durvalumab before and after surgery 
in patients with early (Stage II/III) NSCLC is a 
new strategy. These early findings from AEGEAN 
could improve lung cancer patients’ survival in this 
potentially curative setting. This neoadjuvant and 
adjuvant strategy explored in AEGEAN builds 
on the expanded use of immunotherapy in earlier 
settings when lung cancer was more treatable. This 
is an exciting time to see if the benefits of immuno-
therapy can extend to the perioperative setting. 

MA: How are you using the AEGEAN trial  
to show the value of precision medicine  
to cancer patients?
NC: The interim AEGEAN trial results demon-
strate the potential of prioritizing precision medi-
cine to deliver the treatment for the right patient at 
the right time. Biomarker testing is crucial in iden-
tifying those patients who might benefit the most. 
It also helps us ensure we’re not giving additional 
treatments to patients who will not benefit from 
them. Enrollment in the AEGEAN trial required 
that patients with Stage II/III NSCLC have con-
firmed PD-L1 status based on the Ventana PD-L1 
immunochemistry assay before randomization and 
the absence of other known targetable biomarkers. 

We have already seen the success of this ap-
proach in the ADAURA trial, which required con-
firmed positive epidermal growth factor receptor 
(EGFR) mutation for enrollment. We are commit-
ted to pushing the boundaries of science in immuno-
oncology to change the practice of medicine.                  ACT

Moe Alsumidaie, MBA, MSF, is a thought leader 
and expert in the application of business analytics toward 
clinical trials, and Editorial Advisory Board member for 
and regular contributor to Applied Clinical Trials
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RBQM

IDENTIFYING IMPORTANT   
RISK INDICATORS IN 
CLINICAL DEVELOPMENT 
Key risk indicators (KRIs) are metrics designed 
to identify risks of specific interest to study teams 
and considered an essential component of cen-
tralized monitoring. The results presented here 
are compiled from studies for which one or more 
KRIs are implemented, and only those initiated 
on the risk-based quality management (RBQM) 
platform since 2020 to focus on the most current 
trends.* This comprises 294 studies contributed 
by 32 different organizations.

The average total number of KRIs imple-
mented per study is 18. There is some variability 
around this average. For example, 25% of the 
studies have at least 23 KRIs, and another 25% 
have 14 or fewer KRIs.

Table 1 below summarizes the 10 most com-
monly used KRIs by the percentage of studies 
in which they have been observed. KRIs top-
ping the list include screen failure rate, adverse 
event (AE) reporting rate (both serious and non-
serious), and electronic case-report form (eCRF) 
visit-to-entry cycle time—and at least seven of the 
top 10 are confirmed to be used in a majority of 
studies. It should be noted that these KRIs were 

identified with the support of a machine learning 
algorithm that selected KRIs with names and 
descriptions that closely matched those presented 
in the table. It is, therefore, likely that some ad-
ditional KRIs exist that are similar in purpose to 
these 10 but are not ref lected in the percentages.

While there is a fair amount of variability in the 
average percentage of sites in each study that had 
risk alerts generated for each KRI, it is clear from 
our research that sites are most frequently alerted 
for risks related to delays in eCRF query response 
(15.8%) and eCRF data entry (12.5%). This is un-
derstandable given that most study teams choose 
to set discrete risk thresholds (e.g., average cycle 
time > 10 days) for these two KRIs, while other 
KRIs more often employ statistical or “relative” 
thresholds (e.g., p-value < 0.05). The use of rela-
tive thresholds, which are most often set based on 
a p-value < 0.05, will typically limit the number of 
sites f lagged within a given study to 5% or less.                  ACT

* This is the first installment in a planned series pre-
senting industry insights and trends related to implement-
ing risk-based quality management (RBQM). The in-
sights presented are compiled from the CluePoints RBQM 
platform, which includes information from more than 
1,000 studies contributed by 88 research organizations.

Steve Young           
Chief Scientific              

Officer                                

The 10 Most Common KRIs by Percent of Studies Using these Metrics
Usage 
Rank

KRI Name KRI Description Percent of 
Studies Using KRI

1 Screen failure rate Proportion of screen-failed patients out of total screened patients 75.9%

2 Serious AE rate Rate of serious AEs per patient visit 75.5%

3 Non-serious AE rate Rate of non-serious AEs per patient visit 74.8%

4 eCRF visit-to-entry cycle time Average cycle time from patient visit to eCRF entry 74.8%

5 Protocol deviation rate Rate of protocol deviations per patient visit 65.6%

6 eCRF auto-query rate Rate of auto-queries generated per data point submitted 64.6%

7 Early termination rate Rate of early-terminated patients per patient visit 52.4%

8 Missed assessment rate Proportion of expected patient assessments that were not 
conducted (for identified assessments of interest)

49.3%

9 Off-schedule visit rate Rate of patient visits conducted outside of allowable schedule 41.5%

10 eCRF query response 
cycle Time

Average cycle time from query generation to query response 23.1%

TABLE 1. 

SOURCE: : CluePoints, November 2022

Sylviane de Viron 
Data and Knowledge 

Manager                    
Both with CluePoints
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DATA COLLECTION

Critical Path Institute’s 
Electronic Clinical 

Outcome Assessment 
(eCOA) Consortium

FIRST-HAND PERSPECTIVES 
ON ACHIEVING TRUE DIGITAL 
HEALTH ENGAGEMENT
The eCOA Consortium has served as co-sponsor of 
the Drug Information Association’s (DIA) Digital 
Technology in Clinical Trials Conference for the 
event’s first three years. All have been held virtually 
so far, delivering insightful and inspirational con-
tent that was deserving of a wider audience. This 
year, the central theme was how patients and sites 
are engaged in the context of the expanding use of 
digital health technologies in clinical development.

The committee tasked with developing the 
conference program aligned on the mindset of 
the content being progressive, yet honestly practi-
cal. Collectively, we aligned on two long-standing 
challenges—true patient engagement and the 
technology impact on clinical sites. Building on 
this, the conference explored the site perspective 
on digital technology, patient centricity in decen-
tralized trials (DCTs), and regulatory implica-
tions for digital health technologies. Sessions also 
explored the use of AI and machine learning, and 
offered an intriguing exploration of how patient 
ownership of their own real-world data might im-
pact clinical development. 

Among the wealth of strong material, the final 
presentation, titled “We are All Patients”—and de-
livered by my eCOA Consortium colleague, Elena 
Izmailova, chief scientific officer at Koneksa—left 
a lasting impact. Izmailova, shared the story of her 
work utilizing digital technologies to track and sup-
port her recovery from cancer treatment.1 

Izmailova was diagnosed during the CO-
VID-19 pandemic, which presented a series of 
challenges. Her knowledge drove her to construct 
an ad hoc technology kit that not only enabled an 
informed patient voice, but also delivered insights 
on her functional status to share with treating 
physicians in a remote setting. All post-surgery fol-
low-up visits were virtual, and having digital tech-
nology-derived data allowed Izmailova to pres-
sure-test sensor-based data collection as a DCT 
approach. She also used a non-structured patient 
diary to track symptoms of importance and rele-
vance to her; a complaint among trial participants 
using electronic patient-reported outcome (ePRO) 
systems is repeated questioning on the same symp-
tom across different copyrighted measures. 

Noting a reduction in post-surgery step count, 
Izmailova was cognizant of how critical physical 
activity tracking is to patients, as described in the 
Ohri et al. 2019 study2 that suggested step count 

may serve as a predictor of short-term hospitaliza-
tion risk during chemoradiotherapy. Izmailova 
took ownership of tracking her activity and used 
the data to support consultations with the medical 
team. In discussing her elevated heart rate while 
walking, the need for an iron infusion was identi-
fied to address post-surgical anemia; having objec-
tive data to share with physicians was central to 
the decision to proceed with the infusion. 

In essence, Izmailova created an individual 
trial, an N-of-1, def ining her own assessment 
schedule based on known risks to patients with 
similar conditions. And there were broader learn-
ings, such as the challenge of sharing data from 
multiple sources. Systems integration via portals 
has always focused on the site, but what about 
the patient? Izmailova’s N-of-1 study suggests the 
potential value of tracking vital signs and physical 
activity and provides an example of a methodology 
to assess data generalizability.1

Izmailova’s story highlights two key concepts; 
the value of technology and the critical need for 
meaningful patient engagement. The balance we 
must strike between delivering on working objec-
tives and the realities of being a patient is a deli-
cate one. We have talked often within the eCOA 
Consortium about how eCOA systems must adapt 
to the realities of managing serious disease. Talk-
ing the talk of true patient centricity doesn’t solve 
the realities of invasive methods and patient bur-
den, but we have a duty to empower patients and 
trial participants with strategies and tools to help 
them manage their conditions and treatment.

Thankfully, Izmailova has fully recovered and 
continues to provide outstanding contributions 
to eCOA Consortium’s work. Beyond that,she 
reminds us that we are all patients and have a duty 
to think laterally and progressively to ensure pa-
tients are central to their care.                  ACT

Authored by Scottie Kern, Executive Director, 
eCOA Consortium

References
1. Izmailova, E; Ellis, D. “When Work Hits 

Home: The Cancer-Treatment Journey of a 
Clinical Scientist Driving Digital Medicine.” 
Journal of Clinical Cancer Informatics, 6 (2022).

2. Ohri, N; Halmos, B; Bodner, WR; Cheng, A; 
Guha, C; Kalnicki, S; Garg, M. “Daily Step 
Counts: A New Prognostic Factor in Locally 
Advanced Non-Small Cell Lung Cancer?” In-
ternational Journal of Radiation Oncolog y, Biolog y, 
Physics. 105(4). Nov. 15, 2019



Applied Clinical Trials  •  December 2022       11appliedclinicaltrialsonline.com

BRAND INSIGHTS
SPECIAL SPONSORED SECTION

28      September 2022  •  Applied Clinical Trials appliedclinicaltrialsonline.com

BRAND INSIGHTS
SPECIAL SPONSORED SECTION

Introduction

O ver the past decade, oncology drug de-
velopment has been at the forefront of 
regulatory, scientif ic, and clinical ad-

vances, from expedited mechanisms to biomark-
ers to adaptive trials. The COVID-19 pandemic 
has only accelerated the adoption of regulator 
and payer acceptance of innovations in the on-
cology space, such as decentralized clinical tri-
als (DCTs) and real-world data (RWD). There 
will be no going back to a pre-COVID world. 
To succeed in this evolving landscape, devel-
opers need to create oncology therapies that 
are both approvable and reimbursable. This 
requires a sol id, integrated evidence strategy 
that accommodates the necessary data to sup-
port regulators’ safety, quality, and eff icacy re-
quirements. Ultimately, sponsors must decisively 
demonstrate how any new therapy is relevant to 
patients’ real lives.  

To discuss recent advancements in evidence 
needed to support oncology drug development, 
experts from Parexel shared insights from both 
the regulatory as well as the payer perspective on 
key topics.

•  Benefits of early advice in oncology strategy 

development 

•  Acceptance of novel trial designs versus tradi-

tional evidentiary standards 

•  Evidence considerat ions for accelerated  

approvals 
•  Options for filling evidence gaps by utilizing 

RWD when relying on single-arm studies to sup-

port applications. 

The impact of the COVID-19 
pandemic on oncology 
drug development
The impact of the COVID-19 pandemic on reg-
ulatory bodies in the oncology space has been 
relat ively l imited. In 2021, the US Food and 
Drug Administration (FDA) oncology program 
was on par with pre-pandemic activity. They 
approved 16 New Molecular Entity (NME) ap-
plications, 50 Pre-Market Approval (PMA) sup-
plements for new indications, 25 Breakthrough 
Therapy designations, 58 Fast Track designa-
tions, and 70 Priority Review designations. Not 
only did the level of Investigational New Drug 
(IND) submissions continue to increase histori-
cally between 2019 and 2021, but oncology also 
represented a greater proportion of the INDs 
(Figure 1).

From a payer perspective, the COVID-19 pan-
demic produced several persistent changes in 
market dynamics. First, clinical trials have been 
delayed, creating a chokepoint in the drug de-
velopment pipeline. Second, patients have been 
restricted from accessing services, resulting in 
delayed diagnoses and potential disruptions to 
therapy. Third, there has been a new emphasis 
on accelerating the movement of treatment into 
the community setting. Fourth, health technol-
ogy assessments/appraisals (HTAs) have been 
delayed due to the prioritization of COVID-19 
and the pandemics’ impact on the workforce and 
practices. The overall economic forecast, and the 
forecast for drug budgets, have also been subdued 
due to the pandemic.

Four Key Trends for 
Identifying Regulator and 
Payer Evidence Needs in 
Oncology Drug Development
How to leverage novel trial designs and real-world data 
to support a cancer drug submission with an evidence 
strategy that is both approvable and reimbursable.

Amy McKee, MD
SVP and Head 
of Regulatory 

Oncology  
Parexel

Alex Gee
Senior Director, 
Pricing & Market 

Access 
Parexel
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1. Benefits of early advice in 
oncology strategy development
Sponsors can be highly strategic in the current 
landscape by seeking regulatory and payer advice 
early in the drug development process. In the past 
two years, the FDA Oncology Center of Excel-
lence has announced a number of programs that 
affect oncology drug development. One example is 
Project Optimus. This aims to improve collabora-
tion among stakeholders to optimize the dose and 
regimen of novel agents prior to starting a pivotal 
trial. It represents a policy shift in oncology to be 
more in line with other therapeutic areas. Exam-
ining more than one dose in a randomized setting 
is required to reduce the need for post-marketing 
dose optimization requirements. Another example 
is an initiative to promote the transparency of 
outcomes related to accelerated approvals, par-
ticularly when confirmatory studies have not con-
f irmed clinical benef it but for which marketing 
authorization continues—so-called “dangling” 
accelerated approvals. 

Two other examples of programs that outline 
policy shifts are concerned with issues of diversity, 
equity, and inclusion. First is the 2017 amendment 
to the Pediatric Research Equity Act. Historically, 
companies could get a waiver from the FDA for 
submitting a pediatric oncology development plan, 

particularly if there was an orphan designation or 
the targeted type of cancer did not normally ap-
pear in pediatric patients. Currently, any original 
New Drug Application (NDA) or Biologics License 
Application (BLA) submitted on or after August 
18, 2020 for a new active ingredient must contain 
a molecularly targeted pediatric cancer investiga-
tion if the drug is directed at a molecular target that 
the FDA determines to be substantially relevant to 
the growth or progression of the pediatric cancer. 
Of note, this requirement applies even if the adult 
cancer indication does not occur in the pediatric 
population and even if the drug has an orphan des-
ignation. This is a big change from what had been 
practiced previously in the United States. 

Although guidance is still emerging, Project 
Equity represents a second program in diversity, 
equity, and inclusion. The goals include: 

•  Developing and promoting policies to ensure 

adequate enrollment of historically underrepre-

sented and vulnerable subgroups in oncology 

clinical trials

•  Collaborating with stakeholders on research, 

policy, and educational initiatives to promote 

access to and advance equity in clinical trials

•  Conducting and presenting data analyses in 

ways that facilitate the evaluation of outcomes 

across diverse subgroups 

FIGURE 1. Post-Pandemic Market Takes Shape
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Given all these recent policy shifts, regulatory 
advice is best sought early and often. Prospective 
changes to clinical development plans or studies are 
better received than ad-hoc adjustments. From the 
payer perspective, “go early and go often” remains 
very good advice. It can be useful to access advice 
simultaneously from the regulatory and payer sides, 
particularly when the product is highly innovative, 
first-in-class, targets an ultra-orphan condition, has 
an immature data package, and/or requires an in-
depth health economics discussion (Figure 2). Infor-
mal advice from multidisciplinary advisory boards 
and interviews is helpful. More formally, various 
health technology assessment bodies provide non-
binding advice; however, go forward with a mindset 
that any proffered advice will be acted upon. 

2. Acceptance of novel 
clinical trial designs
The field of oncology continues to lead in terms of 
novel clinical trial designs, including basket studies, 
platform studies, seamless phase 2/3 studies, and 
sample size re-estimation. All of these have been 
used to support pivotal studies. In 2020, the FDA 
launched Project Significant, a collaboration with 
the American Statistical Association, which pro-
motes international collaboration among stakehold-
ers to improve clinical trial designs and analyses in 
the oncology space. There have been seven publica-

tions released to date from this collaboration, with 
more guidance forthcoming.

While novel trial designs are becoming more ac-
ceptable to regulatory agencies, they can remain a 
struggle for payers. Cancers with small populations 
have unique challenges, leading to uncertainties that 
erode value. First, for many rare cancers, epidemiol-
ogy and burden of illness data are lacking. Addition-
ally, there are usually limited treatment guidelines 
and an unclear standard of care. There are often no 
branded comparators and no prior clinical trials in 
the disease space. Recruitment can be difficult, mak-
ing randomized controlled trials impossible. Novel 
trial designs that use small study populations are 
often used instead, such as the single-arm trial.

A single-arm trial can provide data sufficient to 
accelerate development and approval from a regula-
tory perspective. From a payer perspective, the lack of 
a control arm means that it is impossible to separate 
study effects from treatment outcomes. This is prob-
lematic when the key question is whether or not the 
drug offers value over the current standard of care. 
Adding to the complexity from the payer perspective 
is the use of surrogate endpoints. Regulators are very 
comfortable with surrogate endpoints, like overall re-
sponse rate (ORR) and progression-free survival (PFS), 
standing in for overall survival (OS). Payers would like 
to run cost-effectiveness assessments, and the extent to 
which treatment extends life is a major driver of those 

FIGURE 2. Regulatory and Payer Side Advice
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assessments. Unfortunately, PFS and ORR do not 
always correlate to improved OS in oncology indica-
tions. Payers may be assessing a single-arm trial with 
a small population using a surrogate endpoint. Those 
levels of uncertainty are cumulative, and cumulative 
uncertainty erodes the value of the product.

3. Evidence considerations 
in oncology development
Recently, there has been heightened scrutiny toward 
the FDA around accelerated approvals in the oncol-
ogy space. Project Confirm was introduced in 2021 
and has resulted in a searchable product database that 
is available to the public. Listings for products include 
which indications have been studied and when. They 
also indicate if any clinical benefit has been verified, 
pending verification through ongoing studies, or has 
not been verified, and the product has been with-
drawn. The FDA has emphasized assessing dangling 
accelerated approvals, which are products for which 
clinical benefit has not been confirmed but for which 
marketing authorization continues. A number of re-
cent Oncologic Drug Advisory Committee (ODAC) 
meetings have resulted in withdrawals of accelerated 
approval where confirmation of clinical benefit was 
not forthcoming or where confirmatory studies were 
not successful. The FDA will accept single-arm studies 
using surrogate endpoints as evidence for an acceler-
ated approval; however, the agency is now requiring 
confirmatory data more quickly thereafter. 

On the payer side, there are signif icant chal-
lenges in demonstrating the economic value of new 

oncology therapies, particularly in rare diseases. 
Demonstrating value is especially challenging when 
a novel therapy is indicated for use in a combination 
regimen. It is then necessary to demonstrate value for 
an expensive novel therapeutic added to an already 
expensive combination regimen. There are many 
innovative reimbursement approaches that can be 
taken to mitigate these challenges for payers, as seen 
in Figure 3. While these come in a variety of forms, 
all reduce the risk by reducing or eliminating a large, 
up-front payment. Unfortunately, none of these op-
tions is a magic bullet because each has a level of 
complexity and cost attached to it. 

4. Filling the evidence gaps  
in oncology drug development
Two current trends in filling evidence gaps in on-
cology drug development are dose optimization 
and RWD. Dose optimization is an important issue 
because the FDA has indicated it will put pivotal 
studies on hold if a sponsor does not have an appro-
priately justified dose and regimen, and the agency 
has become unsupportive of post-marketing re-
quirements for dose optimization. It is thus critical 
to justify the dose and regimen as early as possible 
in the phase 1/2 stage. 

RWD has historically been used in rare disease 
settings to fill data gaps in regulatory submissions by 
furnishing comparator evidence. However, one rare 
disease example of a case in which RWD furnished 
primary evidence was with a breast cancer prod-
uct. The product was initially approved as part of 
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a combination regimen for women only, and RWD 
was successfully used to support an extension to 
men as well. There are other rare disease examples 
of RWD used as primary evidence for efficacy and 
safety in cases of the contribution of components to 
a combination regimen. Note that even when RWD 
has been used as primary evidence, the analyses are 
rarely included in labeling. 

While guidance about RWD is available from 
many regulatory agencies, it typically focuses on tech-
nical aspects of data acquisition, auditing, and han-
dling and has been much less detailed on how to sup-
port submissions. In terms of HTA evaluations, RWD 
are used to reduce uncertainty and, therefore, risk. 
Most international agencies have frameworks in place 
to support the use of RWD (Figure 4). It is critical to 
plan for its use in advance and to work with payers to 
establish what will be accepted and what will not. As 
more RWD comes into play, more provisional approv-
als may be granted in the next few years.

Case study: Comparing  
an existing treatment arm 
with an external control arm
Parexel was brought on board to assist a sponsor with 
preparing for a regulatory submission in a rare dis-
ease space based upon a single-arm, open-label phase 
2 study that required a historical comparator cohort. 
There was little precedent from which to draw guid-
ance for a successful submission because there were 
few examples of RWD used successfully to support a 
marketing application at the time of this study. There 
were also quite ambitious timelines to meet. Parexel’s 
approach included collaborative support from our 
clinical operations, regulatory, and RWD teams to 
develop and implement a unique study design that 
leveraged US electronic medical record data and US 
and European Union (EU) site-generated data for the 

external control arm. The project plan was optimized 
to include validation, interim analysis, and full re-
porting. Partner technologies were harnessed for data 
aggregation and de-duplication for US patients across 
data sources. Multidisciplinary experience across 
teams was used to inform best practices for risk iden-
tification and mitigation. This was a very successful 
case, and applications for this product were supported 
for regulatory approval in both the US and EU. 

Conclusion
It is clear that the COVID-19 pandemic has pro-
duced and accelerated persistent changes in market 
dynamics in the oncology space. To be successful, 
oncology drug development strategies should include 
seeking regulatory and payer advice early in the pro-
cess and acting upon any guidance received. Seeking 
informal advice from multidisciplinary advisory 
boards and interviews is also recommended. This 
is particularly true when relying upon novel trial 
designs, such as single-arm trials, basket studies, or 
RWD, all of which have gained acceptance by regu-
latory agencies but can face challenges with payers. 
The use of surrogate endpoints can add complexity 
and uncertainty, which can erode value if sponsors 
are not aware of mitigation strategies. Many oncol-
ogy drugs are approved under an accelerated ap-
proval process, which is facing increasing regulatory 
scrutiny at this time. Sponsors must work with regu-
latory agencies and payers to establish what types of 
evidentiary support will be accepted and what will 
not. Consider that the data package at launch will 
need to evolve relatively quickly post-launch to verify 
clinical benefit and ensure continued approval. Part-
nering with a multidisciplinary, experienced team 
to inform best practices for risk identification and 
mitigation throughout the process can make the dif-
ference between product approval or withdrawal.                  ACT
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Understanding Project Optimus
Why drug development in oncology needs a dosing redesign

Optimizing drug dosing in oncology has 
long been a challenge. The current drug 
development paradigm is oriented toward 

identifying a maximum tolerated dose (MTD) in 
early stage clinical trials, and evaluating the MTD 
for drug activity and efficacy in Phase II and III 
trials. In recent years, the limitations of this ap-
proach have become clearer.

First, the existing oncology drug development 
methodology does not adequately evaluate inter-
patient variability in treatment response and toxic-
ity. As a result, the dose-exposure-response rela-
tionship is rarely well defined for oncology drugs, 
despite their narrow therapeutic indices. Secondly, 
the current approach also leaves room for clinically 
meaningful pharmacodynamic endpoints—such as 
target inhibition—to be overlooked, despite their 
potential importance for new classes of medicine. 
Neglecting the impact of biological modulation may 
result in poor outcomes for patients.

Most importantly, the classical drug develop-
ment paradigm does not adequately characterize 
long-term toxicity. This oversight is problematic, as 
patients on new biological therapies are expected 
to undergo treatment for much longer periods of 
time. Patients may use targeted drugs for months or 
years, which increases the importance of evaluating 
long-term tolerability.

The aims of Project Optimus
In the wake of evidence that many approved oncol-
ogy drugs are inadequately characterized with ap-
proved doses that may be too high, FDA’s Oncology 
Center of Excellence has launched an initiative to 
reform the dose optimization and dose selection 
paradigm in cancer drug development. Known as 
Project Optimus, this initiative recommends a core 
change in how doses are selected during oncology 
trials and post-approval studies.

As the design of drug trials is guided by the results 
of prior research phases, FDA is recommending a 
concerted effort to rethink dosing beginning with 
first-in-human studies. At present, Phase I oncology 
studies are almost entirely designed to identify and 
achieve the MTD, which is unique to cancer drug 
development. Non-oncology trial designs have a long 

history of employing dose-ranging approaches that 
balance efficacy outcomes with toxicity profiles.

In Phase I oncology trials, the objective is to de-
termine the highest tolerable dose, based on the 
assumption that higher doses will provide greater 
efficacy (i.e., disease-free survival). In these trials, 
increasing doses of a drug are sequentially evaluated 
in small cohorts of patients until a pre-specified rate 
of dose-limiting toxicity (DLT) is reached. The dose 
immediately below that which elicited DLT is con-
sidered the MTD; in most cases, the MTD is then 
used for Phase II and subsequent Phase III trials, 
which are used to evaluate drug activity and efficacy. 
Currently, it is rare for Phase II or III studies of can-
cer drugs to evaluate more than one dose, although 
this approach is common in other therapeutic areas.

Trial design f lexibility has lagged behind innova-
tion in oncology research. The f lourishing of gene 
therapy, biologics, and antibody drug conjugates 
(ADCs) has reinvented how we approach oncology 
treatment. The promise of more targeted treatment 
approaches with lower toxicity is a near reality, and 
will, in turn, require a much more thoughtful and 
patient-specific dosing strategy. A true targeted ap-
proach requires a molecularly targeted therapy with 
a tailored dosing regimen that maximizes the ben-
efit/risk ratio for patients receiving the drug.

Impacts on drug development
Clearly, a migration away from MTD-focused study 
design is long overdue, and FDA’s guidance has al-
ready begun to influence oncology drug development 
processes. The first impact of Project Optimus con-
cerns imminent drug candidates for regulatory ap-
proval. The volume of post-marketing requirements 
and commitments will increase, placing a greater 
burden on pharmaceutical companies that have not 
conducted earlier phase dose optimization. Anecdot-
ally, the pursuit of post-marketing research to further 
prove and maintain labeling already exceeds two-
thirds of all approved drugs.

In parallel, drugs at various stages of Phase II or 
III research may require additional testing. Candi-
dates in Phase III may be subject to more stringent 
post-marketing requirements and/or commitments. 
Those in Phase II may require further dose-response 
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analysis to validate the current dose against one or 
more doses. It remains to be seen how much latitude 
the agency will grant during this transition period. 
At the very least, we know FDA’s go-forward ex-
pectation is that the industry will begin conducting 
randomized dose-ranging studies prior to Phase III.

Finally, Project Optimus is expected to make a 
substantial imprint on all new Phase I study designs, 
as these serve as the foundation of oncology dose 
strategies. FDA’s ultimate goal is to affect a paradigm 
shift in Phase I study design and the subsequent inter-
play between Phase I and II research. All appropriate 
Phase I trials should determine a range of doses to be 
studied in Phase II. This change in strategy will have 
a cascading effect throughout the drug development 
process and onward, impacting real-world outcomes.

Strategies for dose optimization
For patients to fully benefit from the great strides in 
new cancer drugs, we must architect drug develop-
ment strategies that include dose optimization but 
do not unnecessarily delay market entry. The pro-
cess of determining the optimal dose will depend on 
the drug, the target population, and existing clinical 
data for the drug in question, as well as approved 
therapies that exhibit a similar mechanism of action.

At the 2013 Conference on Clinical Cancer Re-
search, a panel of experts from pharma, FDA, and 
the American Society of Clinical Oncology co-au-
thored a brief on how to both optimize dose selection 
and provide a better understanding of the relationship 
between drug exposure and clinical outcomes. The 
authors proposed to include adequate pharmacoki-
netic (PK) sampling and pharmacodynamic (PD) end-
point measurements in Phase I-III. The authors also 
suggest incorporating adaptive clinical trial designs 
in Phase II to characterize the relationship between 
exposure and clinical outcomes, describe the vari-
ability in PK/PD, and optimize the dose. Finally, the 
authors recommend collecting patient-reported out-
comes in Phase II and III and using that data, along 
with PK/PD endpoints, to guide dose optimization.

The authors also discussed how integrating these 
data elements could improve clinical outcomes. Per-
forming dose comparison studies in Phase II could 
help companies identify drugs for which they should 
define dose-escalation or dose-reduction strategies in 
Phase III trials. Adaptive clinical trial protocols that 
include criteria for increasing or decreasing the dose 
under certain conditions, such as when a patient is ex-
periencing severe side effects, may support drug labels 
that specify appropriate dose-modification strategies.

Currently, the label for most cancer drugs provides 
only a starting dose that may need to be modified for 
each patient based on clinical observation. The provi-
sion of a more comprehensive dosing dataset—one 
that includes a drug’s threshold concentration and a 
peak exposure associated with excess toxicity—would 
better enable therapeutic drug monitoring in clinical 
practice. As targeted drugs are often intended to be 
taken chronically, their tolerability or efficacy may di-
minish over time, making therapeutic drug monitor-
ing an immensely valuable tool for ensuring patients 
in chronic treatment maintain an optimal exposure.

Preparing for the transition
Many biopharma companies are not yet prepared 
for the impact of Project Optimus. Some are still un-
der the mistaken impression that this transition will 
incur greater development costs and deliver mar-
ginal revenue opportunities. In fact, if companies 
do not evolve their development strategy, the costs 
could be substantial. Ignoring FDA’s guidance will 
lead to drug-approval rejections and even more bur-
densome post-approval confirmatory commitments.

Beyond a philosophical shift in study design, Proj-
ect Optimus will require fresh thinking with respect 
to integrated data, technological infrastructure, and 
even manufacturing and supply chain optimization. 
Pivoting to the future under Project Optimus will re-
quire companies to overcome three main challenges:

•  The ingrained MTD mindset: While the industry 

is slowly accepting that higher doses are not 

always congruent with disease reduction, there 

is an ingrained belief that randomized dose-

finding trials are too time-consuming. This is un-

true, and this mindset must be overcome. The 

trials should be designed correctly at the onset.

•  Legacy point solutions: Dose-ranging stud-

ies require the deployment of newly available 

toolsets. The core application set in many bio-

pharma organizations is an amalgamation of 

disconnected legacy assets that cannot foster 

real-time, randomized dose-ranging drug trial 

portfolios. Advancements in machine learning, 

applied Bayesian statistics, and scalable indus-

try cloud platforms can give drug companies 

the technological infrastructure they need to 

execute dynamic, adaptive oncology studies.

•  Insufficient biomarkers: Companies require a 

greater volume of validated biomarkers, which 

will allow them to assess a drug’s exposure-re-

sponse rate more precisely at various dose lev-

els that align more neatly with targeted drugs.                  ACT
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FDA has called upon the entire drug develop-
ment industry to do more to improve racial and 
ethnic diversity in clinical trials. In its April 

2022 draft guidance, it recommends that sponsors 
submit a “race and ethnicity diversity plan” to the in-
vestigational new drug (IND) application or the inves-
tigational device exemption (IDE) application.1 FDA 
further notes that it will consider this plan an “impor-
tant part” of a product’s development program.

The draft guidance offers a glimpse into when 
—and how—the FDA expects sponsors to build a 
diversity plan into their drug development process. 
However, it also acknowledges that while these rec-
ommendations are a much-needed first step, they 
remain limited in scope. The text states:

“…this guidance focuses specifically on racial and ethnic 
demographic characteristics of study populations… However, 
FDA advises sponsors to seek diversity in clinical trial enroll-
ment beyond populations defined by race and ethnicity, including 
other underrepresented populations defined by demographics such 
as sex, gender identity, age, socioeconomic status, disability, 
pregnancy status, lactation status, and comorbidity.”

Thus, even as the guidance is f inalized, spon-
sor companies and other industry stakeholders seek 
added clarity on this critical issue. The idea that clin-
ical trials must better represent their affected patient 
populations is not new, but it entails significant chal-
lenges. Some sponsors are starting to overcome these 
challenges by collaboratively creating practical tools 
and possible approaches for increasing participant 
diversity, equity, and inclusion (DE&I).

Sustainable DE&I strategies
About a year before its draft guidance was released, 
FDA’s Center for Drug Evaluation and Research 
(CDER) published a Drug Trials Snapshots Summary 
Report that reviewed the clinical trial demograph-
ics for drugs approved in 2020.2 It found that 75% of 
participants were white, 8% were Black or African 
American, 6% were Asian, and 11% were Hispanic.  

Since 2015, CDER’s reports have offered trans-
parency into clinical trial diversity by race, ethnic-
ity, gender, and age. Other organizations, too, have 
tried to drive awareness and change. For example, 

TransCelerate BioPharma’s Diversity of Participants 
in Clinical Trials Initiative was formed to work on 
developing tools to help sponsors and others better 
achieve DE&I objectives in clinical trials. 

TransCelerate’s initiative recognizes that improv-
ing diversity in clinical trials is larger than an R&D 
issue or a sponsor-specific issue. To overcome com-
mon, industry-wide obstacles, we have begun pro-
posing more sustainable DE&I practices. Among the 
proposals gathered to share with the industry are the 
following five solutions to common challenges:   

Challenge #1: Complexity
Cultivating diversity in clinical trials is complex by 
its very nature. Just as there is no one root cause for 
the lack of diversity, there is no single solution for 
achieving diverse representation. It is not a “proj-
ect” with a defined end date but rather an evolving 
and ongoing effort. Consequently, organizations 
should be prepared for shifts and changes over time.

One strategy: Commit to 
collaboration for the long term 
DE&I efforts cannot be achieved in isolation. In-
stead, every stakeholder in the clinical trial con-
tinuum has a role to play. 

Changing existing processes will take patience, 
time, and collaboration. Researchers, sites, regulators, 
sponsors, CROs, patient advocacy groups, and others 
should consider earlier and more frequent communi-
cation than they might have done in the past. To im-
prove transparency about efforts to increase diversity 
in trials and identify opportunities for collaboration 
to enhance ongoing actions, stakeholders can lever-
age the Reference Table and Visual Landscape of Available 
Resources that summarizes publicly available tools 
and resources published by many organizations for 
improving diversity of participants in clinical studies.3 

Challenge #2: The 
regulatory landscape 
Although the events of recent years have placed DE&I 
in the spotlight, regulators have been moving toward 
greater clinical trial inclusivity for years. A brief snap-
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shot of US legislation, FDA guidance, and FDA publi-
cations since 2006 shows a flurry of activity.

One strategy: Understand the 
ongoing regulatory evolution 
FDA’s most recent draft guidance indicates that the 
agency expects not only to see a race and ethnicity 
diversity plan but also for sponsors to have ongoing, 
open dialogue with FDA about it. The guidance notes, 
“This Plan should be discussed with the FDA as soon 
as practicable during medical product development.”

For sponsors, FDA’s desire to see and discuss a 
DE&I plan at the IND stage signals a greater need 
to bring both DE&I and regulatory considerations to 
the development table. Therefore, organizations may 
want to consider pulling together a cross-functional 
DE&I team that monitors the regulatory landscape 
and supports implementation. Organizations can 
consider the US Regulatory Landscape: Diversity in Clinical 
Trials resource to help identify key US legislation and 
FDA policy, regulation, and guidance as well as regu-
latory precedent to understand and improve diversity 
and inclusion of adult patients in clinical trials.4

Challenge #3: Partnering 
with key stakeholders
Building solid relationships with sites, support ven-
dors, and others in the development lifecycle takes 
time and effort. Unfortunately, time is typically pre-

cious in clinical trials. Sponsors may wish or need 
to add to and further expand its network of partners 
that help support and run the sponsor’s trials. These 
efforts may take some thought and time, especially 
if these efforts entail bringing into the sponsor’s net-
work sites or other stakeholders that have limited or 
no familiarity with the clinical trial process.

One strategy: Incorporate sites  
and other partners into the diversity plan
Who better understands underrepresented communi-
ties than those who live, work, and serve them? That 
may mean expanding the sponsor’s network to in-
clude sites, investigators, and advocacy groups within 
those communities and including partners such as 
CROs as sources for identifying and developing solu-
tions to achieve DE&I clinical trials objectives.

Sponsors should also consider asking sites for sug-
gestions on how best to connect with their diverse 
patient populations. Companies can leverage the 
Community-Based Site Engagement and Capacity Building 
resource to better understand strategies that sponsors, 
sites, and others have taken to enhance engagement 
and capacity building for community-based sites.5 Ad-
ditionally, the Site Engagement and Capacity Building Con-
siderations for DEICT toolkit shares potential mitigation 
considerations designed to support efforts to sustain-
ably partner with sites to enable the enrollment and 
retention of underrepresented patient populations.6

US Snapshot: Diversity in Drug Development

*original E5 and E8 guidance published in 1998 and 1997, respectively

FIGURE 1. A US regulatory landscape overview on diversity in clinical trials, race, and ethnicity focus.4

SOURCE: TransCelerate BioPharma Inc.
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Challenge #4: Epidemiology data
FDA’s draft guidance notes, “Sponsors should define 
enrollment goals for underrepresented racial and 
ethnic participants as early as practicable in clini-
cal development for a given indication.”1 The whole 
diversity plan relies on having a “gold standard” for 
epidemiology data. Yet, for some disease states, such 
data is not readily available. One of the most signifi-
cant difficulties confronting the industry currently is 
a lack of comprehensive epidemiology data to inform 
enrollment goals for certain studies. 

One strategy: Leverage collaborative 
data-sharing relationships
In such instances, companies may want to seek op-
portunities to work together with other stakeholders to 
critically think through how to find or generate base-
line prevalence and enrollment data. For example, 
through TransCelerate’s Race & Ethnicity Enrollment 
Data Benchmarking effort, a subset of member com-
panies participating in the diversity initiative are ex-
ploring how to share summary statistics of US partici-
pants enrolled in studies for seven disease states since 
2011—specifically looking at race, ethnicity, age, and 
sex in cancer and inflammation and immunology tri-
als. The goal is to develop proposed benchmarks that 
identify the disparity between disease prevalence and 
study representation among racial or ethnic groups. 

Challenge #5: Patient engagement
Appropriate and relevant outreach is vital, especially 
in communities where a lack of trust and awareness 
about clinical trials may pose sizable obstacles.  

One strategy: Understand & meet diverse 
patient populations wherever they are
As one sponsor-aimed tool suggests, engaging under-
represented patient populations to help create patient 
recruitment and retention strategies should be a key 
operational consideration.7 Sponsors may want to 
elicit the community’s guidance to understand the 
best methods for reaching, educating, and talking 
with prospective patients. Who are the leaders and 
decision-makers within the community? Knowing 
this can help inform the communication strategy. 

Other aspects to address might include:
•  Communication methods: e.g., social media, 

signage, marketing materials.

•  Messaging: Does it resonate with the commu-

nity?  Consider cultural sensitivity.

•  Reading comprehension level: Is it appropriate 

for the community? 

•  Language: Consider the language used and 

whether the dialect matches that of the in-

tended community. 

•  Imagery: Is it culturally sensitive and relevant?

Progress through collaboration 
In its introduction, FDA states it “is publishing this 
guidance to provide detail on what sponsors should 
include in a race and ethnicity diversity plan,” outlin-
ing one of the lenses through which the agency will 
view new drug and device applications going forward. 
It puts the onus on us all to overcome challenges and 
include more diverse patient populations throughout 
the drug development lifecycle. By working in the true 
spirit of collaboration, stakeholders are already identi-
fying ways to mobilize and make it happen.                  ACT
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Your first holiday gift of the season has ar-
rived: updated FDA guidances from the 
past year—and one key update from the 

European Medicines Agency (EMA). These f i-
nal guidances ref lect the breadth of pharmaceuti-
cal and technology-related submissions that FDA 
now contends with. The agency even asks for help 
with its administrative tasks, such as asking stake-
holders to put in submission cover letters whether 
there is real-world evidence or real-world data in  
the application.

FDA — final guidance 
recommendations
Regulation of Human Cells, Tissues, 
and Cellular and Tissue-Based 
Products (HCT/Ps)  — Small Entity 
Compliance Guide (bit.ly/3gf3DU2)
This guidance replaces the 2007 version. It is writ-
ten for businesses that FDA refers to as “small entity 
establishments,” stakeholders who create human 
cells, tissues, or tissue-based products. The guid-
ance details the agency’s regulatory framework on 
the manufacturing of these products.

Human Gene Therapy for 
Neurodegenerative Diseases 
(bit.ly/3V2G2of) 
This guidance addresses creation of human gene 
therapy products for adults and children with  
neurodegenerative disease. Recommendations span 
the products’ development to clinical trial design.

Comparability Protocols for Postapproval 
Changes to the Chemistry, Manufacturing, 
and Controls Information in an NDA, 
ANDA, or BLA (bit.ly/3TO4850)
This guidance was written to help stakeholders al-
ready in possession of an approved application, be 
it for a new drug application (NDA), an abbreviated 
new drug application (ANDA), or for a biologics 
license application (BLA), with making a chemistry, 
manufacturing, and controls (CMC) change, post-
approval, by using a comparability protocol. The 
protocol is a plan to assess the identity, potency, pu-
rity, quality, and strength of the changed product.

Submitting Documents Using Real-
World Data and Real-World Evidence 
to FDA for Drug and Biological 
Products (bit.ly/3hL2d3X)
Sponsors who are submitting NDAs, investigational 
drug applications, and BLAs—and including real-
world data and/or evidence in their supporting 
documents—are encouraged to identify uses of such 
evidence in their cover letters. The agency says such 
identifications will help with internal tracking. 

Clinical Decision Support Software —                                          
Guidance for Industry and Food and Drug 
Administration Staff (bit.ly/3gcqpf5)
This final guidance focuses on clarifying the types of 
functions included in clinical decision support (CDS) 
software that up until now were outside the defini-
tion of non-device CDS criteria. FDA’s existing poli-
cies on digital health products policies still apply to 
software functions that meet its definition of a device.

Medical Device Data Systems, Medical 
Image Storage Devices, and Medical Image 
Communications Devices (bit.ly/3GoFAMV)
FDA is separating software and its purpose, deter-
mining which devices will be subject to oversight, 
and which will not. Software used to display data, 
images, and waveforms, are included in the latter. 

Acute Myeloid Leukemia: Developing 
Drugs and Biological Products for 
Treatment (bit.ly/3V1Qe0e)
This guidance discusses the agency’s views on devel-
opment programs and clinical trial designs for drugs 
and biologics intended to treat acute myeloid leuke-
mia. It covers individual treatment phases. 

EMA
ICH Guideline E19 on a Selective 
Approach to Safety Data Collection in 
Specific Late-stage Pre-approval or Post-
approval Clinical Trials (bit.ly/3tJMPHD) 
This “internationally harmonized” guidance details 
those factors stakeholders can use to justify their 
reasons for collecting less types of data in specific 
interventional clinical trials.                  ACT

Key Guidance Updates in 2022
Summarizing important FDA and EMA revisions issued this year 
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Know What Effect This Platform  
Can Have on Your Next Clinical Trial

Sponsors and contract research organizations (CROs) have 
historically been responsible for ensuring full chain of custody for their 
own clinical supply even though the clinical supply is typically outside of 

their control. It is a burden to determine the most efficient way to do that. Hope 
Meely, Chief Clinical Officer of Slope, explains how an eClinical supply chain 
management platform can mitigate these challenges and provide sponsors 
and CROs with the reassurance they need. 

ACT: How exactly does Slope help 
sponsors and CROs manage clinical 
supply in clinical studies?
HOPE MEELY: To understand how Slope 
works for sponsors and CROs, it is easiest 
to start on the problems Slope solves. 
Sponsors and CROs are responsible 
for ensuring a full chain of custody for 
each of their study’s clinical supplies, 
whether those supplies are in their own 
facilities or in the hands of others. Clinical 
supply is considered anything related to 
clinical studies, such as laboratory kits, 
investigational products, medical devices, 
and other ancillary supplies like shipping 

materials. Overseeing the clinical supply chain is a difficult endeavor when 
insight to that clinical supply is not completely transparent. The burden of 
maintaining the clinical supply chain is transferred back and forth between 
sponsors and CROs, clinical research sites and other collaborators, and then 
cobbled together in clinical research records. 

What is most important to consider is that a clinical supply chain includes 
collected biospecimens. This clarification means the differences in these clinical 
supplies typically fall across several departments and groups, and sometimes 
even across departments and groups within the same organization, making 
standardization and the tracking of chain of custody even more difficult. The 
complexity of clinical studies further exacerbates that pain. 

What used to be a situation that could be solved with spreadsheets and 
manual consolidation of data streams has become unwieldly and impossible. 
Slope has been built to directly solve this complex problem. Slope approaches 
clinical supply chain management from an automated perspective. Slope is 
a tool for all types of collaborators, including sponsors, CROs, sites, labs, and 
distributors. This is configured to the requirements of a clinical study. These 
requirements are then pre-programmed into structured repeatable workflows. 
Basically, they are workflows that ensure clinical trial compliance, but equally 

as important, they create immediate full clinical trial supply chain visibility for 
all previous mentioned collaborators. 

The platform can drive the initial and ongoing clinical study supply shipments. 
It can guide research sites through the proper sample collection or through 
dispensing investigational product to the patient. It produces electronic 
shipping manifests for labs and other vendors and predicts resupplies. It alerts 
of expirations and shipments in progress. It produces reports that can be 
utilized in monitoring reconciliation. 

These benefits provide direct oversight availability to the sponsor and the 
CRO. Additionally, Slope provides a laboratory kit connected directly with 
our platform. There is no requirement for manually tracking supplies by the 
sponsor, CRO, or even the site staff. It takes the spreadsheet and the data 
consolidation out of the hands of research constrained staff and automates it 
with significantly less opportunity for error and missing data. Slope provides 
sponsors and CROs with the assurance they are meeting the regulatory 
requirement of full chain of custody, and perhaps more importantly, ensures 
all needed clinical supplies are available and all samples get when and where 
they are needed. 

ACT: Do you feel Slope is positioned for patient and site centricity, and if 
so, why?
MEELY: Absolutely. Slope was initially designed as a tool for site staff in clinics 
to manage their inventory of clinical trial supplies and their own internal supply 
chain management. Currently, we have almost 900 individual sites who use 
the platform to manage their own supplies, even outside of sponsor use. The 
backbone of the platform continues to be developed based on direct site staff 
feedback with patient care practices at the forefront. 

This initial site driven platform was the basis for the larger version supporting 
sponsored clinical supply chain management, which expanded capabilities 
to include collaboration abilities and transparency across all portions of 
the supply chain. It is Slope’s belief that starting with the site’s needs and 
working within the confines of how they specifically treat patients, ensures 
those sponsors who choose to adopt the platform have greater uptake in site 
compliance within their own individual clinical studies. The idea is if you give 
the site the opportunity to use the platform to assist them in their work and the 
tool works within their own processes, sites can more easily do their jobs and 
treat their patients, making the situation a win-win for all. 

ACT: How is Slope different from laboratory kitters, central labs, or CROs? 
Do you provide the same services?
MEELY: Slope comes from a different angle and has an all-encompassing approach. 
Yes, we do and can provide laboratory kits, and like central labs, we certainly can 
track laboratory samples down to the individual subject. Where we differentiate is 
our platform is built based on study design and workflows, which lends itself to be an 
educational, informational, and collaborative tool for those participating in a trial. 

The Impact of an eClinical Supply Chain 
Management Platform Many eClinical products are sponsor-centric without benefits to other 

stakeholders. Slope’s value is in real-time visibility for the journey of the sample, 
investigational product, or other supply. For example, the structure of the 
platform ensures that a study coordinator has a proper in-date laboratory kit 
available. It informs that coordinator of which tube they need to fill in laboratory 
samples. It directs them when to ship, what condition to ship in, and to what 
specific lab without them having to pull out a paper manual. It even creates the 
shipping label and deducts the packing material from the site supply. It follows up 
with an alert to the sponsor, CRO, and lab that the sample is on its way. 

Since Slope is a platform, we can be agnostic to any other kitters, central labs, 
or CROs without sacrificing any chain of custody visibility. We can work with 
other laboratory kitters, baring schema, shipping, and manage tracking of 
samples to any central lab. The same can apply to any other clinical supply. 

ACT: With study complexity growing and study budgets getting tighter, can 
you talk to me about return on investment in Slope implementation?
MEELY: This is a question we are asked often from our prospective clients. 
As a former sponsor clinical operation leader, I can attest that sponsors are 
feeling the brunt of the current economic environment and are trying to do 
so much more with less. Study complexity has grown exponentially over the 
past years with the implementation of more complicated designs to answer 
more research questions, increases in patient number requirements, and in the 
amount of exploratory patient profile biospecimen data that is being required. 

This complexity comes with increased clinical trial risks and costs. Sponsors try to 
solve these problems without increasing their projected budgets. The default in the 
industry has been that clinical professionals manage the complexity with an influx 
of various data sets, manual tracking, and consolidation. This is hard to sustain. 
There is also a greater need to have every patient in every data point possible count. 

One of Slope’s greatest assets is full transparency of clinical trial samples at 
the individual patient and sample level. These could be pharmacokinetic (PK) 
samples for dose escalation decisions and patient safety evaluations or 
pharmacodynamics (PD) samples for determining appropriate targets or 
tumor biopsies for response assessments, as examples. Slope provides 
guided workflows that instruct site staff through what they need to do. This 
standardizes protocol, operational requirements, and prevents error during 
processing and shipping. 

The sponsors, CRO sites, and labs at any given time know if this important data 
has been collected and where it is. Without Slope, the sponsor or CRO is likely 
piecing together each sample journey with an electronic data capture (EDC) 
collection entry, a site completed paper manifest and shipping document, and a 
potential look into a freezer or a refrigerator to ensure no samples are inside and 
missing from a specialty lab. Once that manual process has been completed, 
it is often too late to realize the wrong sample was shipped or never taken. In 
addition, the chain of custody is difficult to consistently replicate. Delay in the 
identification of a problem has ramifications on patient availability, decision 
making capability, study delays, and likely results in additional costs. 

Slope assists by preventing errors in the first place, and then monitors and 
alerts along the way with the full chain of custody available. This gives the 

opportunity for the stakeholders to react immediately when, and if, an issue 
should arise.

ACT: Do you see a situation where Slope is cost neutral to a clinical trial’s 
planned study budget?
MEELY: Entering into an agreement with a new provider such as Slope gives 
the buyer the impression that unplanned risks and costs will come with that 
partnership. Forecasts vary from needing to forecast a year of research at time 
and using that data to fundraise, to others who can forecast an entire program 
with several contingencies and overruns already built in. It can’t be a one-size-
fits-all answer. What I can say is Slope was designed to solve several major 
issues that hit the clinical study budget bottom line. Four specific issues are study 
delay, patient compliance enrollment, study reconciliation, and clinical supply 
procurement and usage. 

Study delay is one of the biggest cost drivers in overrun clinical budgets. For every 
additional month a study continues, substantial recurring fees—EDC, clinical trial 
management systems (CTMS), laboratory and maintenance—occur. The nature 
of Slope’s platform enforces protocol compliance around sample management, 
IP dispensing, and other essential study procedures. Which, if not guided through, 
could lead to repeat procedures and unplanned costs. With 80% of all studies 
being delayed at some point, solving for these delays are essential. 

Next, patient experience is a big driver to patient enrollment in clinical trials. Patients 
who offer to participate in a trial give the gift of themselves. The sponsor and the site 
need to provide the best experience. Something as simple as a clinical trial supply 
not being available for a visit deters patients from participating in trials. This could 
also lead to making an ongoing patient’s data unusable, which creates a situation 
of potentially needing a patient replacement. The cost of initially screening and 
enrolling a patient into a clinical trial is more than following them through the course 
of that trial. Replacing a patient, especially when that replacement causes a study 
delay, can be an exponential risk in cost. 

It is the sponsor’s responsibility to ensure a study reconciliation throughout the 
course of a clinical study and how it is performed. As previously mentioned, 
sponsors and CROs typically cobble together data sources and resources to 
manually oversee the supply chain. Often these resources are unplanned for 
and unbudgeted. Slope can assist sponsors with clinical supply and biological 
sample reconciliation using a compliant audit trail, which significantly cuts down 
resources required from study management, monitoring, translational site staff, 
and a lab standpoint. 

Lastly, is clinical supply procurement and usage. In a time of extensive supply 
chain shortages, the platform analyzes all supply available, supplies on site, and 
predicts supply needed on an ongoing basis. This has a twofold benefit. Number 
one is less waste. According to the data in the Slope platform, studies managed 
by Slope utilize approximately 70% of the provided on-site supply. When a site 
uses our free product for inventory management, but the overall study is not 
managed by Slope utilization is only 30%. When it is not managed by a platform, 
this requires resource costs specifically from the site, supplier, CRO, and sponsor. 
At the end of the day, Slope anticipates that costs incurred. The implementation 
will likely be saved by mitigation of the risks mentioned and by reallocating funds 
from the manual tasks being performed by collaborators.

Sponsored by

Hope Meely 
Chief Clinical Officer 
Slope 

https://www.slope.io/
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Lastly, is clinical supply procurement and usage. In a time of extensive supply 
chain shortages, the platform analyzes all supply available, supplies on site, and 
predicts supply needed on an ongoing basis. This has a twofold benefit. Number 
one is less waste. According to the data in the Slope platform, studies managed 
by Slope utilize approximately 70% of the provided on-site supply. When a site 
uses our free product for inventory management, but the overall study is not 
managed by Slope utilization is only 30%. When it is not managed by a platform, 
this requires resource costs specifically from the site, supplier, CRO, and sponsor. 
At the end of the day, Slope anticipates that costs incurred. The implementation 
will likely be saved by mitigation of the risks mentioned and by reallocating funds 
from the manual tasks being performed by collaborators.

Sponsored by

Hope Meely 
Chief Clinical Officer 
Slope 
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Simultaneous New Drug 
Submissions: Is it Possible?
A roadmap to avoiding the common pitfalls of concurrent FDA-EMA filings 

Most drug developers seek new drug ap-
provals in both the US and Europe, two of 
the largest markets with the most evolved 

regulatory landscapes and highest uptakes of new 
medicines. Approvals by FDA and the European 
Medicines Agency (EMA) provide a gateway to other 
countries that follow FDA or EMA guidelines, fur-
ther extending the benefits of a combined approach.

Historically, submission teams have viewed and 
managed the two document submissions separately. 
After all, the US and Europe are an ocean apart, 
with different policies and their own regulatory 
bodies, respectively. But is there a better way? 

Before plunging headlong into submission prepa-
ration, consider your whole global submission plan 
and the feasibility of simultaneous document sub-
mission to optimize the process. It takes more plan-
ning and deliberation up-front but streamlines each 
step thereafter. This article will discuss how drug 
developers can minimize rework, maximize eff i-
ciencies, compile optimal data packages, and create 
the most direct path to dossier development for the 
US and Europe with the goal of avoiding many of 
the common pitfalls experienced.

Why it’s possible
The traditional two-lane mindset served its purpose 
when the US and Europe truly represented two 
completely different regulatory environments with 
little to no crossover. That changed in 2000 with the 
finalization and adoption of International Confer-
ence on Harmonization (ICH) guidance. ICH guid-
ance makes it feasible to construct a new drug sub-
mission dossier that can be used for applications to 
the regulatory bodies of the US, EU, and Japan and 
make new drug registration less resource intensive. 

All drug developers are familiar with ICH guid-
ance from a regulatory perspective, and most have 
been pursuing simultaneous submissions for the 
past 15 to 20 years. However, that harmonization 
has been drifting apart the past several years. De-
spite this, dossiers for the FDA and EMA can still 
be initially merged and managed as one for the 
bulk of the work, before later being adjusted as nec-
essary to suit the final submissions. 

The US and Europe have similar documentation 
requirements, but we must recognize important con-
siderations that need special attention. For instance, 
terminology and seemingly small grammatical dis-
tinctions can loom large if overlooked. A submission 
team can greatly accelerate global document sub-
mission by first creating and reviewing a checklist 
of differences, agreeing on the best approach to 
address each one, planning the summary documents 
based on these decisions, and collaborating closely 
in pursuit of a successful outcome.

Main differences
It can be helpful to understand how the FDA and 
EMA review submissions through different lenses. 
FDA is very data-driven, with robust requirements 
for data sets and programs used to generate statistical 
analyses. They first look at individual listings, case re-
port forms for patients with adverse effects, and other 
deep documentation, working from the bottom up 
to arrive at a decision. EMA reviewers, on the other 
hand, tend to take a more top-down approach. They 
prioritize key messages and information in the clini-
cal overview to develop their interpretation of what a 
drug is doing for patients and modern medicine. The 
EMA does not require data sets or case report forms 
like those required by FDA. In general, the EMA is 
more qualitative while FDA is more quantitative. 

The most notable difference is Module 1 of the 
ICH Common Technical Document. This consists 
of regional information that will need to be compiled 
separately. Module 1 is best set aside so it doesn’t hin-
der the rest of the information that can be compiled 
simultaneously. Additionally, there are some specific 
differences in requirements across other modules to 
which careful attention should be paid.

More similarities
Aside from Module 1, submission teams should 
be happy to hear that Modules 2, 3, 4, and 5 are 
similar between FDA and EMA submissions. The 
US and Europe are two of the most similar regions 
in the world when it comes to their submission re-
quirements, again thanks to ICH guidance on sum-
mary documents and submission format. 
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The main differences discussed in this article 
are really the exceptions, so we can reframe our 
approach to assume that 75% or more of the com-
pilation can be conducted simultaneously. It is im-
portant to remember that small details can become 
big headaches in these large, technical documents. 
As such, careful planning is pivotal to gain an un-
derstanding of where the risks and opportunities lie.

Common missteps
It’s a lot less painful to learn from others’ mistakes 
than your own. Here are a few simplified examples 
of real-life teams running into submission road-
blocks that could have been avoided:

•  The afterthought: A sponsor completed a full 

regulatory history review, accounting for all 

agreements and resolutions for a successful 

new drug Application (NDA) submission. How-

ever, they completed the NDA without consid-

ering the marketing authorization application 

(MAA) planned three to six months after NDA 

submission. This resulted in extensive rework 

of approved NDA versions to create MAA ver-

sions. They had also outsourced preparation 

of the NDA and MAA submissions to different 

vendors, making matter worse.

•  The comment carousel: With the goal of writ-

ing documents in a way that one version would 

work or at least require only minor revisions for 

all countries, the team took off running…and 

spinning…and sputtering. They were unable 

to stop commenting on standardized global in-

troductory text, derailing a well-intended plan 

when version control between submissions 

finally caught up with them and caused delays.

•  The caveat: Starting with the assumption of no dif-

ferences in Module 2.7 documents and identifying 

differences in Module 2.5, a submission team built 

a combined biologics license application (BLA) 

and MAA version up to point of first draft, includ-

ing specific MAA sections highlighted. For BLA 

Draft 1, they removed the MAA sections. Once 

BLA Module 2.5 was approved, they used that 

approved version as the initial draft for MAA and 

replaced BLA-specific content with MAA-specific 

content. But by the time of MAA creation, data 

presentation agreements with EMA and team 

agreement to include label adverse reactions 

table in Module 2.7.4, required tedious EU-specific 

modifications to Modules 2.5 and 2.7.4 as well.

How can you avoid missteps like these? Quite 
simply, with planning.

Planning ahead
The key takeaway with simultaneous submissions is 
that more planning and deliberation at the start of 
the documentation process can help alleviate issues 
and optimize submissions. 

First, an understanding of deadlines and timing 
of submissions is necessary to inform planning. 
How soon after the f irst submission do you want 
(or need) to make the second submission? How 
long is the duration between submissions, and will 
that lead to additional study data being available 
or the need for a new cutoff date for safety data? 
What are the plans for supplements if f iling for 
multiple indications? These are just a few of the 
many questions to ask early regarding timing of 
f inal submissions.

Second, there may be many possible strategies to 
employ when authoring dossiers, but there are four 
immediate considerations for authoring FDA and 
EMA dossiers simultaneously. These include decid-
ing whether to use British or American English, use 
of “application” or “submission” as a generic identi-
fier (rather than naming the submission, e.g., BLA 
vs. MAA), considerations for cross-referencing, and 
accounting for reviewer tendencies. Throughout the 
submissions, writers should be as universal as pos-
sible with language across applications and read the 
relevant guidelines in advance to minimize the work 
and uncertainty for editors later. 

In the years since ICH introduction, regulatory 
requirements in the US and EU have slowly drifted 
apart. Still, the requirements are known, clearly 
stated, and can thus be planned for in the submission 
process. For example, in considering the inclusion of 
integrated summary of efficacy (ISE) and integrated 
summary of safety (ISS), it’s easier if the ISE and ISS 
are just the outputs. However, there are no issues with 
including ISS and ISE in an EMA submission after 
these pieces were developed for an FDA submission. 
Separately, for the benefit-risk sections, you can con-
vert the content of an FDA benefit-risk framework 
table into subsections with the exact same text to fulfill 
the comparable EMA description. These are just a few 
glimpses of the efficiency attainable with simultaneous 
document submission, knowing and accounting for 
the regulatory requirements.

Given the similarities between FDA and EMA 
submissions, it’s quite feasible to pursue simultaneous 
drug application submissions. This is a significant 
undertaking by any measure but reviewing regula-
tory history early-on and highlighting any gaps that 
may present potential obstacles, should ensure timely 
and successful simultaneous submissions.                  ACT
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When the 
appropriate 

regulations are in 
place, data sharing 
across institutions 
and borders will 
flow more freely, 
and researchers 
will be able to 

expand upon de-
identified patient 

health information.

In a clinical trial, there are few aspects of higher importance than protecting the privacy and trust 
of the patients who give their time and health data to further medical research. Unfortunately, 
regional and national governments each have their own set of laws for how to best safeguard this 

sensitive personal health data. But, as digital innovation grows and the amount of free-f lowing data 
increases, regulations stopping at geographic borders may not be the best means to govern patient data 
use, and instead can result in a web of regulations that end up hindering research efficiency, patient 
trust, and ultimately, participation in clinical trials. The creation of nationally, or better yet, globally 
agreed-upon privacy standards is critical to give researchers a clearer framework around which to 
build studies, and patients a firmer foundation on what they can expect from privacy protections.

The maze of privacy 
regulations based on location
While well-intentioned, current national and 
international privacy laws can adversely stunt 
population-wide medical research. Regulations 
concerning collected  patient health information 
(PHI) differ based on the location of the clinical 
trial. Researchers conducting clinical trials in 
the US must spend precious hours ensuring they 
are following the laws of the state, or multiple 
states, where the trial is taking place. Similarly, 
while the General Data Protection Regulation 
(GDPR) promulgated by the EU to govern the us-
age of personal data purports to provide research-
ers in the EU with a more consistent framework 
around which to design studies, country specific 
derogations and other regulations often result in a 
piecemeal approach to data privacy. Internation-
ally-recognized and straightforward privacy regu-
lations would give researchers more bandwidth 
to focus on advancing research instead of their 
jurisdictions’ regulations, and trial participants a 
clearer understanding of how their privacy will be 
protected and, in turn, greater trust in the system.

Strengthening research 
with diverse data
Citizens are justified in their hesitance to share 
their highly personal health information. Greater 
consistency in laws governing personal data use 
could increase trust in the medical field and par-
ticipation in clinical studies. Unfortunately, popula-
tions that have historically exhibited higher rates 
of mistrust in the medical field are less likely to be 
represented in medical research, leading to an un-
fortunate chain of events—with lower participation 
in clinical trials, resulting treatments will not be as 
effective for all patients, and mistrust will persist.

De-identif ication technology offers an oppor-
tunity to strengthen trust and further the impact 
of the use of PHI for future research. It is critical 
for researchers to emphasize the severity of the 
guidelines in place to protect patients’ privacy and 
confidentiality, while also outlining how their PHI 
can be used in the future to advance science, espe-
cially for rare diseases. More consistent regulations 
around de-identification, security technology, and 
encryption will give patients better confidence in 
sharing their PHI for short and long-term use to 
support future research.

Collaboration is needed  
to create global data standards 
Protecting patient privacy and advancing med-
ical research shouldn’t be mutually exclusive. 
Medical and technology organizations are de-
signed to help patients, so it is essential that pa-
tients not only have confidence in their ability to 
protect their information but also understand the 
critical role they could play in advancing treat-
ments for generations to come. In order to bring 
about this sorely needed streamlining of data leg-
islation, it is imperative for governments, technol-
ogy, and healthcare institutions around the globe 
to unite to push for internationally-recognized 
privacy standards. This way, patients will have 
more confidence in giving their valuable health 
data to medical research, and researchers can 
then design treatments that more precisely meet 
patients’ needs. 

When the appropriate regulations are in place, 
data sharing across institutions and borders will 
f low more freely, and researchers will be able to 
expand upon de-identif ied PHI from past stud-
ies, ushering in an unprecedented wave of break-
throughs in the medical field.  ACT

How a Global Privacy Standard 
Can Boost Patient Trust 



A 24-hour streaming program

Season 8 is streaming now! 
www.medicalworldnews.com

For Health Care  
Professionals, 
By Health Care  
Professionals

powered by

A 24-hour streaming program

Season 8 is streaming now! 
www.medicalworldnews.com

For Health Care  
Professionals, 
By Health Care  
Professionals

powered by

A 24-hour streaming program

Season 8 is streaming now! 
www.medicalworldnews.com

For Health Care  
Professionals, 
By Health Care  
Professionals

powered by

https://www.medicalworldnews.com/
https://www.medicalworldnews.com/
https://www.mjhlifesciences.com/


Clear focus. 
Better outcomes.
With more than 38,000 employees ICON is the  
world’s  largest CRO with a singular focus on clinical 
research and commercialisation. We are completely  
committed to achieving customers’ clinical development  
programs. Regardless of  size, we work your way to  
deliver better outcomes.

ICONplc.com

Applied clinical trials_general overview_v1.indd   1Applied clinical trials_general overview_v1.indd   1 2/14/22   2:33 PM2/14/22   2:33 PM

https://iconplc.com/
https://iconplc.com/

	ACT1222_00_Cover
	ACT1222_03_Publisher
	ACT1222_04_FTE (astudna@mjh.is 2)
	ACT1222_05_TOC_v2
	ACT1222_06_News
	ACT1222_11_Paraxel
	ACT1222_16_Project optimus
	ACT1222_18_FDA Diversity
	ACT1222_21_Guidances overview
	ACT1222_24_Drug submissions
	ACT1222_26_ClosingThought_v2



