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By James Miessler

W ith the modernization of Clini-
calTrials.gov well underway, trial 
data submitters and users will 

see a number of new features in a test drive 
this fall before the updated CT.gov platform 
goes live in 2022.

The modernization, fueled entirely by 
user feedback, was kicked off in late 2019 by 
the NIH’s National Library of Medicine (NLM). 
Specifically, the search function will see a 
revamp that makes it more user-friendly, 
adds more search options and improves 
tools for managing search results, according 
to Christina Robinson, product manager for 
CT.gov modernization.

The study record content and format 
will also be updated to be more digest-

ible, Robinson explained during the DIA 
Global Trial Disclosure and Data Transpar-
ency Conference, adding that the current 
format is overwhelming to some users and 
is “maybe not quite as intuitive as others 
might like.”

“To the extent that we can, we’re going 
to try to standardize more of the content 
and display certain information more promi-
nently and make more content available, 
as well as adding features to make using 
the content easier,” she said. “Something 
we’ve heard throughout both the request 
for information process and our extensive 
user research is that really everyone benefits 
from the use and implementation of plain 
language. That’s not just for members of the 

Significant Overhauls Are on the Horizon for 
ClinicalTrials.gov with Beta Test This Year

By James Miessler

Quality culture is not just an industry 
buzzword; it’s incredibly impor-
tant to the FDA, and the agency 

is intent on embedding it in clinical trials 
through proactive compliance rather than 
after-the-fact inspections.

David Burrow, director of the FDA’s Of-
fice of Scientific Investigations (OSI), said 
“nobody wants FDA to inspect quality into 
a system. That’s like the kidney stone of 
regulatory oversight. It’s the most painful 
way forward possible.”

It’s “way, way better to build quality 
in, take care of yourself in the long run 
and actively choose to avoid the model of 
inspecting quality into clinical research,” he 
said during ACRP’s 2021 annual conference.

In moving toward establishing a quality 
culture, it’s very important for sponsors and 
sites alike to view the trial protocol as the 
blueprint for quality, especially in light of the 
rising trend in protocol complexity. Making 
protocols more complex than they need to 
be can lead to confusion for trial sites and 
create unnecessary problems down the road 
that could have been avoided.

“Poor protocols result in unreliable 
data and violations that didn’t need to 
happen. You need to balance the need for 
specificity in the protocol with the opera-
tional realities of a trial,” Burrow advised. 
“Often we see protocols that are unneces-
sarily complex, ambiguous or contradic-
tory. The uncertainty or the lack of clarity 
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Industry Briefs  

2021 Good Pharma Scorecard 
Shows Pharma Giants Have 
Greatest Trial Transparency

Seven of the world’s biggest drug-
makers tied for the top spot in Bioethics 
International’s Good Pharma Scorecard 
for 2021. The scorecard biannually ranks 
pharma companies on their clinical trial 
transparency and data-sharing practices.

The analysis looked at novel drugs and 
biologics that received FDA approval in 
2016 and 2017. AbbVie, Amgen, Bayer, 
Merck KGaA/EMD Serono, Novartis and 
Roche/Genentech all earned perfect scores 
across the board. Takeda Pharmaceutical 
also received a perfect score, though it was 
classified as a “nonlarge” company in terms 
of size.

Other large companies followed; 
Merck, Novo Nordisk, Sanofi, Shire, Biogen, 
Johnson & Johnson and Eli Lilly ranked 91 
percent or higher in their overall scores.

The recently released 2021 scorecard 
graded 42 companies and their products 
on the timeliness of clinical trial registra-
tion and where and how quickly trial 
results were reported. The scorecard also 
looked at patient-level data-sharing, using 
three different defined trial sample groups. 
Using those measures and additionally 

examining associations between company 
size, location and type of sponsored prod-
uct (novel drugs or biologics), the firms 
received scores and rankings.

Going down the remaining list of 28 
firms, the scores began dropping consider-
ably. Pfizer and AstraZeneca, for example, 
both received scores of 84 percent, while 
Celgene earned 80 percent on the dot. The 
rest of the companies were all classified 
as nonlarge and showed widely varying 
degrees of transparency.

Radius, Ferrer, Portola and Puma Tech-
nology, for instance, obtained scores in the 
70s, with Radius the highest at 77 percent. 
Lexicon, Shionogi, Neurocrine Biosciences 
and Valeant ranked lower, obtaining scores 
in the 60s.

The remaining firms had scores in the 50s 
or below, with the lowest scores being given 
to BioMarin and Synergy (both 13 percent) 
and PTC Therapeutics (11 percent).

“We found substantial room for im-
provement particularly among nonlarge 
companies. Disseminating results and 
sharing patient-level data in research is 
critical for gaining the full and essential 
benefits of clinical research, honoring 
research participants and fostering trust in 
medical research, medicines, vaccines and 

care,” the researchers concluded. “The tra-
jectory over time is promising, but the arc 
must bend further toward transparency to 
fully realize the potential benefits of and 
trust in clinical research.”

Access the Good Pharma Scorecard 
here: https://bit.ly/3AbF2UX.

TransCelerate Begins Work 
on Solution to Speed 
Trial Startup

TransCelerate Biopharma has launched 
the development of an open-source solu-
tion that will enable end-to-end data flow 
across systems within individual compa-
nies and across multiple organizations 
leveraging different systems to improve 
study startup. 

The project, Digital Data Flow Initiative, 
is being done with help from Accenture, 
Microsoft and the Clinical Data Inter-
change Standards Consortium (CDISC).

The initiative’s first endeavor is to 
create an open-source “study definition 
repository” that will format data from 
digitized trial protocols and other sources, 
standardizing protocol information that 
can be passed along for use in study ex-
ecution to help improve data reentry and 
data inconsistencies.

NOVEMBER 2, 4, 9, 11
VIRTUAL EVENT
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at a clinical site then leads to errors and 
anxiety for everyone.”

Burrow pointed to an analogy by 
former FDA Commissioner Robert Califf 
that characterized certain protocols as 
Christmas trees overloaded with orna-
ments over time. With those “Christmas 
tree protocols,” people would take study 
protocols they had used in the past and 
add more provisions and steps to them for 
subsequent trials. The problem, however, 
was that they didn’t take away the un-
necessary elements of the study when 
doing that and thus the protocols weren’t 
focused on identifying the most concern-
ing risks nor on eliminating or reducing 
their probability, Burrow said.

Use four key strategies when build-
ing your quality system, he advised. First 
and foremost, design systems that are 
geared toward supporting quality. While 
that may seem painfully obvious, Burrow 
has seen firsthand that for many, it isn’t. 
Doing that requires thinking about where 
you can simplify your trial, how you can 
limit the opportunities for error and, 
critically, making errors very known when 
they do happen.

“I say this all the time, it’s like magic: 
when you increase the visibility of errors, 
you magically decrease their severity and 
their frequency. I always say that if neces-
sity is the mother of all invention, then 
humiliation is its father, and if your errors 
become super visible in real-time, then 
you’re going to stop making them,” Burrow 
said. “I think this is a critical aspect of a 
robust [quality] system.”

Second, staffing and training absolutely 
matter. In selecting staff, make sure they’re 
qualified, ensure they have adequate train-
ing and supervision and be certain that the 
tasks they’re performing are ones they’re 
qualified for. Additionally, make sure that 
staff know what they need to do and aren’t 
being overwhelmed with tasks or you’ll 
increase the chances of errors happening, 

he said. Sponsors should also keep in mind 
the important differences between clinicians 
and clinical investigators.

“They can be the same person, but it’s a 
different skillset,” Burrow cautioned. “Think 
of Dr. House doing whatever is needed for 
a specific patient, throwing the rulebook 
out the window, vs. a clinical investigator 
that follows a protocol and is doing what is 
required for the specific clinical investiga-
tion. It is not the same thing.”

Additionally, a strong training program 
is invaluable for saving time and money 
in a clinical trial, he said. Training should 
be conducted before a study starts, 
whenever staff changes and whenever 
trial expectations change. Doing this is 
critical to establishing and managing a 
reliable “network of commitments” across 
the entire clinical site that involves having 
everybody know what everyone else is 
responsible for. 

Third, avoid using the words “may” or 
“should” in your protocol. Burrow said that 
even today, trial protocols all too frequent-
ly use those ambiguous words instead of 
“must” or “shall,” leading to uncertainty 
about what actually needs to get done in 
a trial.

And lastly, implement a system that 
detects and corrects errors in real-time. 
It’s essential that this system keeps 
information on who, what, when and 
why a change was made and what it was 
changed from, he said.

Burrow proposed a quality continuum 
to put a range of industry mindsets into 
perspective and highlight those that will 

get companies and researchers where they 
need to be.

At the very bottom resides the no-care 
culture, a regressive culture that basically 
shrugs off quality as “accidents happen.” 
Next is the blame culture, a reactive ap-
proach that looks to take action after an 
accident occurs to prevent similar ones in 
the future. Neither of these are acceptable 
ways to approach quality, he said.

The third approach, compliance culture, 
which aims to prevent accidents before they 
occur, is reasonable, but still not all the way 
there. A proactive ownership culture that 
fine-tunes trial systems by taking owner-
ship of mistakes is much better, but again is 
not the optimal approach for industry. The 
greatest quality mindset, he said, is making 
quality a “way of life.” Industry should adopt 
a resilient mindset that puts risk manage-
ment at the front and center of research and 
makes it an organization’s identity, not just 
an add-on, Burrow said.

“There are always going to be errors. 
Quality in clinical research isn’t the absence 
of errors, it’s the absence of errors that mat-
ter,” he said. “Our job, in this conversation, 
is to try to shrink the errors that matter. It’s 
about the ability to identify the risks that 
you’re really concerned [about], and that’s 
a first big step, knowing where your fight is 
going to be.”

But even the strongest quality system 
is not foolproof, and mistakes will be made 
even in trials that have implemented 
strong quality cultures. If observations are 
found during an inspection and a Form 
483 is issued, a well-reasoned, complete 
and timely response is absolutely recom-
mended even though a response isn’t 
required by regulations.

Most importantly, a strong response could 
soften the agency’s compliance decision.  
Although responses wouldn’t typically be 
weighed in the classification decision, facts 
contained in a good response could help.

“A good response could highlight any 
new information that becomes available 

Quality Systems
(continued from page 1)

“Nobody wants FDA to inspect 
quality into a system. That’s like 
the kidney stone of regulatory 
oversight. It’s the most painful 

way forward possible.”

—David Burrow, director of the FDA’s 
Office of Scientific Investigations

see Quality Systems on page 4 »
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after the inspection which disproves the 
facts relayed in the 483. It happens,” he 
said. “The Office of Regulatory Affairs (ORA) 
is there for a finite amount of time, has 
access to a finite pool of records. You have 
everything. You have the study records, 
the medical records, lab records. There 
have been situations where study records 
reflect something that wasn’t done, but 
then the medical records or lab records 
reviewed after the inspection showed it 
was in fact done. When that information is 
submitted to FDA, it shows us that the root 
there might not actually be as we thought 
it was.”

According to Eric Pittman, director of 
the FDA/ORA Bioresearch Monitoring Pro-
gram’s second division, the most impor-
tant thing to do prior to an inspection is to 
ensure staff are well trained — not just on 
regulatory requirements and standard GCP, 
but also on specific protocol requirements 

and internal processes and procedures. It’s 
also very important that staff, including 
those new to a clinical research position, 
be trained on why compliance is so impor-
tant, he said. 

Having the “appropriate staff” is also of 
critical importance. “Whatever that staff 
is that you need to make sure that you 
are monitoring patient safety and getting 
good data, that’s the appropriate staff,” he 
said. “You have to have the appropriate 
staff, what you need to function as a clini-
cal investigator, as a sponsor, as an IRB, as 
a sponsor-investigator. We will look to see 
if you have the staff you need to be doing 
what you’re doing.”

It’s also critical to assume that all of the 
studies you’re working on will be privy to 
FDA inspection. If an agency investigation 
turns up a number of issues with a study, 
for instance, the scope of the inspection 
may be expanded to other studies done at 
that site, Pittman cautioned. For that rea-
son, always be prepared for all studies to 

be evaluated, have procedures in place for 
handling inspections and do mock inspec-
tions with staff to practice the real thing.

Additionally, know who to give the 
phone to when an investigator calls to pre-
announce an inspection and don’t let it go 
to voicemail. Voicemails could go unheard, 
but the agency investigator will still show up 
on the date they preannounced, expecting 
you to be ready.

Some of the most common sponsor/
monitor/CRO inspection observations, 
Pittman said, are failures to select qualified 
investigators and/or monitors, ensure proper 
monitoring of the study and ensure the 
study is done in line with the protocol and/
or investigational plan; failures to maintain 
and/or retain adequate records; and failures 
to submit an IND.

Sponsor-investigators are also commonly 
cited for the same observations, in addition 
to inadequate subject protection/informed 
consent issues and failures to notify the 
agency of investigator terminations.

Quality Systems
(continued from page 3)
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lay public, but really even for some of our 
more sophisticated users.”

Specifically, the update to study records 
will bring improved navigation features, in-
cluding a floating side menu and the ability 
to expand and collapse sections, as well as 
integrated Google Maps API to display study 
location information. The use of Google 
Maps will not change what information 
must be posted in the site’s Protocol Regis-
tration and Results System (PRS), Robinson 
assured. In addition, the new study records 
layout will bring an updated results table 
design on board, she said.

NLM also plans to implement a new 
user-centric Record List Home Page that 
completely modernizes the PRS design users 
have characterized as outdated, she said. 
Critically, users have reported difficulties in 
tracking down records of interest, so a new 
customizable display is in the works that uses 
multicolumn filtering to aid in that task.

“Users will be able to reorder, add and 
hide columns, as well as to employ that 
multi-column organization,” Stacey Arnold, 
CT.gov subject matter expert, said. “In 
addition, more types of study dates will be 
available and the information on the Record 
List page will be downloadable in multiple 
formats. The goal is to introduce more 
information into the Record List in order to 
reduce the number of actions that other-
wise have to be performed by going into 
individual records.”

Another key feature that users will be able 
to try out in the beta is a new functionality 
that enables them to send client-side emails 
directly from the Record List. This will elimi-

nate the need to copy and paste into emails, 
a task that many have complained about, 
she said. Links will be available in the Record 
List so that members of an organization 
and record owners can be directly emailed 
from there. This feature, which will also be 
customizable, will automatically appropriate 
the relevant record information and contain 
a signature line for the logged-in user.

NLM intends to bring the PRS’ Planning 
Report up to date as well. Though Arnold 
didn’t specifically explain what new features 
will be created, she said that the intended 
updates will directly help users manage their 
record portfolios by giving them the ability 
to plan for critical upcoming events and 
dates, easily identify action items and take 
action on items directly from the list. 

In addition, column-level searching will 
be made possible. Such filters, which will 
work alongside the keyword search, will 
always be visible and will come in the form 
of dropdowns, which will significantly help 
data submitters manage large data sets, 
Robinson said.

There will be other notable changes to 
CT.gov’s PRS. Data submitters have reported 

facing a steep learning curve using the sys-
tem and desire more customizable features, 
data entry tools, data flexibility/standardiza-
tion and support for a wide variety of study 
designs, according to Arnold.

The new customization feature will 
extend beyond the PRS system to the entire 
CT.gov site and users will be able to save 
their settings to their profiles, including 
column settings, preset column display, sort 
order and filters. Additionally, users will be 
able to easily switch between saved settings 
depending on what task is at hand.

A public webinar that will offer stake-
holders a preview of the beta will be held on 
Oct. 7.

The federally mandated requirement to 
timely report clinical trial results to CT.gov 
has become a greater focus for FDA this 
year. This is evidenced by the agency, for 
the first time in its history, issuing noncom-
pliance letters for failing to submit results, 
two to a pair of companies and one to a 
principal investigator.

David Peloquin, a partner in the Ropes 
and Gray healthcare group, feels that with 
40 prenotices and three actual noncompli-
ance letters issued thus far, the FDA intends 
to take greater action against trials that 
fail to file results going forward. In particu-
lar, it remains to be seen whether future 
notices of noncompliance will focus on 
trials conducted between 2007 to 2017 that 
were originally exempted in regulations 
from reporting results, he said during the 
DIA conference. Due to a 2020 federal court 
ruling nixing that exemption, those clinical 
trials do need to report results and could 
receive heightened scrutiny from FDA now 
that the agency is gearing up.

Significant Overhauls
(continued from page 1) “We’re going to try to 

standardize more of the content 
and display certain information 

more prominently, and make 
more content available, as well 

as adding features to make using 
the content easier.”

—Christina Robinson, product manager 
for CT.gov modernization
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Drug & Device Pipeline News    

Company Drug/Device Medical Condition Status
Trials Authorized
Hummingbird Bioscience HMBD-002 Cancers with VISTA-mediated immune 

suppression
IND approved by the FDA

Instil Bio ITIL-168 Advanced melanoma IND approved by the FDA
Viewpoint Molecular 
Targeting

VMT-𝛼-NET Imaging of neuroendocrine tumors IND approved by the FDA

Telix Pharmaceuticals TLX250 (177Lu-DOTA-
girentuximab)

Kidney cancer IND approved by the FDA

Sigilon Therapeutics SIG-005 Mucopolysaccharidosis Type I Phase 1/2 trial authorized by 
the UK regulatory authority

Excision BioTherapeutics EBT-101 CRISPR-based therapy for chronic HIV IND approved by the FDA
Neurogene NGN-101 Batten disease IND approved by the FDA
Magenta Therapeutics MGTA-117 relapsed/refractory acute myeloid leukemia 

and myelodysplastic syndromes
IND approved by the FDA

Neovasc COSIRA-II Refractory angina Investigational Device 
Exemption approved by the 
FDA

Trials Initiated
Alzamend Neuro AL001 Dementia related to Alzheimer’s disease Initiation of phase 1 trial
Celldex Subcutaneous formulation of 

CDX-0159
Chronic urticarias Initiation of phase 1 trial

continues on next page »
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Drug & Device Pipeline News     (continued from page 7)

Company Drug/Device Medical Condition Status
Legend Biotech LB1901 Relapsed or refractory peripheral T-cell 

lymphoma or cutaneous T-cell lymphoma 
Initiation of phase 1 trial

Pacylex Pharmaceuticals PCLX-001 NonHodgkins lymphomas and solid tumors Initiation of phase 1 trial
GammaDelta 
Therapeutics

GDX012 Acute myeloid leukemia Initiation of phase 1 trial

Icosavax IVX-121 Respiratory syncytial virus/human 
metapneumovirus vaccine

Initiation of phase 1/1b trial

ALX Oncology ALX148 (evorpacept) with 
rituximab and lenalidomide

Indolent and aggressive nonHodgkins 
lymphoma

Initiation of phase 1/2 trial

NLS Pharmaceuticals Quilience Excessive daytime sleepiness and cataplexy Initiation of phase 2 trial
Perception Neuroscience PCN-101 (R-ketamine) Treatment-resistant depression Initiation of phase 2a trial
DiaMedica Therapeutics DM199 Acute ischemic stroke Initiation of phase 2/3 trial
VistaGen Therapeutics PH94B Adults with social anxiety disorder Initiation of phase 3 trial
Zynerba Pharmaceuticals Zygel (cannabidiol formulated 

in a transdermal gel) 
Children and adolescents with Fragile X 
syndrome

Initiation of phase 3 trial

Axsome Therapeutics AXS-12 Narcolepsy Initiation of phase 3 trial
Biogen nusinersen Later-onset spinal muscular atrophy Initiation of phase 3 trial
Approvals
Visby Medical Reverse transcription-

polymerase chain reaction 
COVID-19 test

Pooled testing of up to five patient samples Emergency Use Authorization 
(EUA) granted by the FDA

Cepheid Xpert Xpress CoV-2/Flu/RSV+ 
diagnostic test

COVID-19, influenza and respiratory syncytial 
virus

EUA granted by the FDA

Quanterix Simoa SARS-CoV-2 N protein 
antigen test

COVID-19 EUA granted by the FDA

BeiGene Brukinsa (zanubrutinib) Relapsed or refractory marginal-zone 
lymphoma

Approved by the FDA

Takeda Pharmaceutical Exkivity (mobocertinib) EGFR Exon20 insertion+ nonsmall-cell lung 
cancer

Approved by the FDA
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