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A ttendees at last week’s WCG 
FDAnews 15th Annual FDA Inspec-
tions Summit peppered compliance 

experts with a variety of questions related 
to handling remote operations during the 
pandemic. Craig Lipset, adviser and founder 
of Clinical Innovation Partners; Jen Keun, 
compliance lead at LMC Manna Research; 
and David Borasky, WCG Clinical’s vice 
president of IRB compliance, discussed some 
of the thorniest aspects of operating trials 
remotely. The following is a summary of the 
question-and-answer session.

Question: How can a site justify asking 
a sponsor to reimburse the cost of electronic 
regulatory applications the site uses? 

Keun: Some sponsors have given us 
pushback, but we tell them this is the way 

our site is working to improve efficiency and 
give them access to data for remote moni-
toring. We do highlight to sponsors how 
much access they’ll be able to get without 
actually being on site. It’s really comparable 
to being on site.

We were already looking at electronic 
applications before the pandemic. It’s the 
way that we think that the future is going so 
we are aligning ourselves and are trying to 
work with sponsors that will cover the cost. 
If there is a lot of pushback, we can always 
go back to paper source. It really depends 
on the length of the trial and whether it is 
worth the investment. It’s not something 
that we’re doing all of our future studies on 
but on a lot of the lengthier trials, we are try-

Ask the Experts: Trial Operations Adjustments 
in a Remote World

By Charlie Passut

In the past, drug trials have taken months 
or years to conduct with reams of data 
to analyze before a sponsor could go to 

a regulator for product approval. But under 
the emergency conditions caused by the 
pandemic, vaccine approvals will be based on 
early data analysis and much smaller data sets.

While interim trial data are not usually 
used as proof of an investigational prod-
uct’s efficacy, the urgent need for a vaccine 
has led drugmakers to use the data for 
Emergency Use Authorization (EUA) 
submissions, an approach WCG Statistics 
Collaborative President Janet Wittes says is 
valid under the circumstances.

“Even though the data [gleaned from 
interim analyses] will be uncertain, even 

though there will be a lot of variability and 
uncertainty and inability to really chase out 
the effects, at least you’ll have something,” 
she says. “At least you’ll have a window into 
the efficacy of the specific treatment in vari-
ous groups.” 

And this is true of any trial, not just CO-
VID-19 vaccine trials, Wittes says. She told at-
tendees at a WCG Clinical webinar last week 
that researchers conducting late-stage trials 
for Moderna and the Pfizer-BioNTech part-
nership had expected a 60 percent efficacy 
rate for their vaccines based on early trial 
results, but the results from interim analyses 
by independent data monitoring commit-
tees (DMCs) were better than expected: 95 
percent efficacy in both cases. In addition, 

Rules of Vaccine Approval May Be Changing, 
But Statistical Analysis Tools Remain Constant

CenterWatch Holiday Notification 
In observance of Thanksgiving in the U.S., 
CWWeekly will not be published Monday, 
Nov. 30. The next issue will be published 
Monday, Dec. 7.
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COVID-19 Update  

COVID-19 Drug Research 
Roundup

COVID-19 Vaccines:
Moderna’s COVID-19 vaccine candidate 

mRNA-1273 was 94.5% effective at prevent-
ing infection, according to interim analysis 
results from the late-stage COVE trial. The 
European Medicines Agency has begun a 
rolling review of mRNA-1273, and Moderna 
says it will apply to the FDA for Emergency 
Use Authorization (EUA) in the coming days.

A week before Moderna’s announce-
ment, Pfizer and BioNTech announced 
that their vaccine candidate demonstrated 
a 90 percent efficacy rate. However, the 
companies last week announced that their 
vaccine prevented 95 percent of COVID-19 
cases in the now-completed efficacy portion 
of their phase 3 trial. No vaccine-related 
serious safety concerns were reported in this 
43,538-person study. The companies filed 
for an FDA EUA last week.

Johnson & Johnson (J&J) has started 
the second part of its global phase 3 study 
evaluating a two-dose regimen of COVID-19 
vaccine candidate JNJ-78436735. The study 
is being conducted with the UK’s National 
Institute for Health Research. Parts one and 
two of the late-stage trial will each enroll up 
to 30,000 participants and will test single 
and double doses of the vaccine, respec-
tively. The second part of J&J’s global phase 
3 trial has recently been approved by Spain’s 
health regulator; dosing will occur in nine 
hospitals across Spain. J&J entered into 
an advance purchase agreement with the 
European Commission in October to deliver 
up to 200 million doses of its COVID-19 vac-
cine with an option to provide an additional 
200 million.

According to phase 1/2 trial data pub-
lished in The Lancet, Sinovac’s COVID-19 
vaccine candidate CoronaVac triggered 
rapid immune responses against SARS-
CoV-2 in more than 700 human volunteers. 
The levels of generated antibodies were 
lower than those observed in patients who 

had recovered from the disease. Topline 
phase 1/2 results in June showed the vac-
cine safely generated antibodies in more 
than 90 percent of volunteers. Sinovac is cur-
rently running phase 3 trials of its vaccine in 
Brazil, Indonesia and Turkey. Just last week, 
Brazil stopped its phase 3 Sinovac trial after 
a patient death. The hold was lifted after the 
safety monitoring board determined the 
death was attributable to suicide.

AstraZeneca’s COVID-19 vaccine can-
didate AZD1222 delivers similar immune 
responses in people over 70 years of age 
as it does in people under 70, according to 
results of a phase 2 clinical trial. A total of 
200 people aged 70 years and older received 
the vaccine during the trial. The study also 
suggests the vaccine is better tolerated by 
seniors, indicating the candidate could be 
an effective and useful prophylactic ap-
proach in the population most vulnerable to 
COVID-19. Researchers from the University 
of Oxford expect to release results of their 
phase 3 trials before Christmas.

Inovio has rolled out the phase 2 portion 
of its phase 2/3 clinical trial for INO-4800, a 
COVID-19 vaccine candidate funded by the 
Department of Defense. This portion of the 
trial will enroll up to 400 participants in the 
U.S. Participants will receive two injections 
of the vaccine 28 days apart.

COVID-19 Therapies:
The first patient with severe COVID-19 

has been dosed in a randomized, placebo-
controlled trial studying F4 Pharma’s anti-
inflammatory therapy FX06. Investigators 
of this study will evaluate whether FX06 can 

safely and effectively reduce the extracellu-
lar lung-water index and improve respiratory 
parameters in hospitalized patients receiv-
ing mechanical ventilation. The study will be 
conducted across four intensive care units. 

A new retrospective study has been 
launched by Mallinckrodt to analyze 
real-world data on the use of INOmax, the 
company’s nitric gas inhaled therapy, as a 
possible treatment for patients with CO-
VID-19 and respiratory problems.

Findings from two of AstraZeneca’s 
phase 2 CALAVI trials show its blood cancer 
drug acalabrutinib does not reduce COVID-
19-related respiratory failure or death in 
hospitalized patients. 

A clinical trial has found that a ge-
neric antidepressant drug, fluvoxamine, 
reduced the risk of respiratory deteriora-
tion when given within seven days of 
COVID-19 symptom onset. The study sug-
gests fluvoxamine, a selective serotonin 
reuptake inhibitor, could prove useful as a 
treatment for COVID-19 in its early stages. 
Fluvoxamine is marketed as Luvox by 
Jazz Pharmaceuticals.

A phase 2 study showed Synairgen’s 
inhaled formulation of interferon beta, 
SNG001, significantly reduced the chance of 
developing severe COVID-19 or death by 79 
percent compared with placebo. The study 
included 101 hospitalized patients with 
COVID-19 who were randomly assigned to 
either SNG001 or placebo once daily for 14 
days. The study expanded in September 
to include an additional 120 patients with 

continues on next page »
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confirmed COVID-19 to receive SNG001 at 
home. Investigators are recruiting patients 
65 years of age or over and patients aged 50 
or over with a high-risk comorbidity.

A small clinical trial led by Sweden’s 
Karolinska Institutet found that Eli Lilly’s 
rheumatoid arthritis drug baricitinib reduced 
mortality by 71 percent in patients with 
COVID-19. The FDA has recently issued an 
Emergency Use Authorization for baricitinib 
in combination with remdesivir for severe 
COVID-19 based on findings from the dou-
ble-blind, placebo-controlled ACTT-2 trial.

Approximately 90 percent of patients with 
COVID-19 who received TrippBio’s COVID-19 
candidate TD213 in a clinical trial had cleared 
the virus after 14 days. Up to 20 percent of 
patients cleared the virus by day five, and 40 
percent of patients cleared it by day 10. 

RedHill Biopharma has announced 
completion of patient enrollment in its 

phase 2 study evaluating opaganib as a 
treatment for hospitalized patients with 
severe COVID-19 pneumonia. A total of 40 
patients from across the U.S. were random-
ized to receive either opaganib or placebo in 
addition to standard of care. The company 
says it expects topline data to be available in 
the coming weeks. RedHill’s parallel global 
phase 2/3 study is only 50 percent enrolled, 
with the company expecting topline data 
in the first quarter of 2021. This study will 
enroll 270 patients across 21 clinical sites. 

Roche’s rheumatoid arthritis drug 
Actemra (tocilizumab) reduced mortality 
and improved outcomes for high-risk COV-
ID-19 patients in a clinical trial by research-
ers at Imperial College London. The study 
evaluated the efficacy of Actemra along 
with other immunosuppressive drugs 
in COVID-19 patients vs. those who did 
not receive them. In the 303 participants 

randomized to receive an immunosup-
pressor, Actemra showed a 99.75 percent 
efficacy. The UK researchers also found that 
AbbVie’s HIV antiviral Kaletra (lopinavir/
ritonavir) provided no benefit for critically 
ill COVID-19 patients.

Russia’s Gamaleya Research Institute 
has reportedly resumed dosing in a phase 3 
trial evaluating its COVID-19 vaccine, Sputnik 
V, but a Russian government spokesperson 
denies that the study was ever paused. Six 
of the 29 trial clinics reportedly had paused 
enrolling new volunteers, with some reports 
from October indicating enrollment had 
been stopped due to supply shortages. The 
Gamaleya Research Institute has claimed 
the Sputnik V vaccine showed a 92 percent 
efficacy rate from 20 confirmed COVID-19 
cases. The vaccine, which was approved for 
emergency use in Russia, has been given to 
frontline healthcare professionals.

REGISTER

Tuesday, Dec. 1 and Thursday, Dec. 3, 2020 • 10:00 a.m. - 4:30 p.m. EST
Presented by WCG-CenterWatch and Cerulean
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FDA Sets New Certificate of 
Confidentiality Application 
Process for Nonfederal Trials
Sponsors of nonfederally funded clinical 
trials can request a certificate of confiden-
tiality (CoC) that protects them from being 
compelled to disclose participants’ private 
information, according to a final FDA guid-
ance released last week.

A CoC specifically prohibits an investiga-
tor or sponsor from releasing a participant’s 
identifiable, sensitive information — in-
cluding biospecimens — to anyone not 
connected to the trial so that they cannot be 
compelled to disclose the information in any 
kind of legal proceeding or litigation.

However, it does not protect investiga-
tors or sponsors from any federal, state 
or local laws already on the books that 
require disclosure. The CoC also does not 
apply to information that is necessary for 
a participant’s medical treatment, released 
with the consent of the participant or used 
for the purposes of other scientific research 
conducted under federal human research 
subject protections.

While federally funded trials are required 
to have a CoC, trials not sponsored by a 
federal agency are not, but they may apply 
for one if they are conducting research regu-
lated by the FDA, says the guidance. 

Other entities involved in a trial, such as 
CROs or academic institutions, are also bound 
by CoCs, but the FDA recommends that only 
sponsors or sponsor-investigators submit re-
quests for them to avoid duplicate requests.

The final guidance includes the same pro-
visions as the draft released in November 2019 

with the exception of two points suggested in 
public comments on the draft: clarification of 
the definition of “identifiable, sensitive infor-
mation” and an additional paragraph noting 
that it is within a trial’s IRB authority to require 
a CoC as a condition of approval.

Read the final guidance at https://bit.ly/ 
3pMzqLX.

New Resources Help Trials 
Incorporate Quality by Design
Four new tools from the Clinical Trials Trans-
formation Initiative (CTTI) help sponsors and 
sites incorporate quality-by-design (QbD) 
principles in their trials. 

The new tools include a metrics frame-
work for measuring the effects of QbD, a 
maturity model to assess a site’s readiness to 
implement QbD and a guide to implement-
ing QbD for individual trials. CTTI also has 
developed a set of spreadsheets that help 
plan and document QbD activities.

The new tools join CTTI’s QbD suite, which 
includes recommendations for monitoring 
quality assurance, recommendations for 
incorporating QbD principles, a guide to QbD 
principles, and a set of templates, guidelines 
and videos to help implement them.

Advancing QbD is one of five goals CTTI 
has set for improving clinical trials by 2030 
(CenterWatch Weekly, Sept. 21). The other goals 
are increasing patient-centricity and acces-
sibility, fully integrating clinical research with 
health processes, leveraging available data and 
focusing more on improving public health.

Other areas in which CTTI is developing 
resources include mobile clinical trials, master 
protocol studies and use of real-world data.

View CTTI’s QbD tools at https://bit.ly/36 
Xi2LE.

Pharma Industry Encourages 
Efforts to Improve Diversity
PhRMA last week released new guidelines 
for improving racial and ethnic diversity in 
clinical trials. 

In its guidelines, PhRMA outlined four 
principles to address systemic racism and 
reduce health disparities in clinical research. 
They include working with advocacy groups; 
adopting enrollment and retention practices 
that make participation less burdensome; 
using real-world data even after products 
have been approved; and encouraging 
sponsors to clearly detail their diversity 
inclusion policies on their websites.

To read the PhRMA guidelines, click here: 
https://onphr.ma/3kOGiVw.

BMS Launches $100 Million 
Diversity Initiative 
The Bristol Myers Squibb (BMS) Foundation 
has launched a $100 million diversity pro-
gram with National Medical Fellowships to 
reduce racial and ethnic disparities in trials.

The money used to fund the program 
comes from a previous $300 million 
commitment made by BMS to accelerate 
health equity, diversity and inclusion in 
clinical research.

Funding for the program will support 
the training and development of 250 new 
clinical investigators from racial and ethnic 
minority backgrounds. Also, the program 
will help companies establish new trial sites 
in diverse communities.
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This feature highlights changes in clinical 
trial organizations’ personnel.

Actinium Pharmaceuticals
Avinash Desai has been tapped as 
Actinium’s new executive vice president of 
clinical development, operations and medi-
cal affairs. Most recently, Desai served as vice 
president and head of U.S. medical affairs — 
oncology at GlaxoSmithKline.

Acutus Medical
Acutus Medical has named Steven Mick-
elsen chief translational science officer of 
the company. Mickelsen was the former 
founder of FARAPULSE.

AFYX Therapeutics
Dennis Kim has been appointed chief 
medical officer of AFYX Therapeutics. Prior to 
joining AFYX, Kim was chief medical officer 
of Emerald Health Sciences.

Almirall U.S.
Pablo Alvarez, former commercial op-
erations director of Almirall U.S., has been 
named president of the company.

Apaxen
Belgium-based biotechnology company 
Apaxen has appointed Bart Wuurman to be 
its CEO. Wuurman previously served as CEO 
of LYRAMID and currently serves as a direc-
tor of Hercules Pharmaceuticals.

Aspira Women’s Health
Aspira Women’s Health has tapped Kaile Zag-
ger as its new chief operating officer, Lesley 
Northrop as chief scientific officer, Elena 
Ratner as global chief medical adviser for 
clinical and translational medicine and Gary 
Altwerger as global deputy chief medical 
adviser for clinical and translational medicine. 
Previously, Zagger was vice president of North 
America at Change Healthcare. Northrop 
served as managing director of Laboratory 
Diagnostics and Genomics Innovation prior 
to joining Aspira Women’s Health, Ratner 

currently serves as professor at Yale School of 
Medicine, and Altwerger currently practices at 
several hospitals in the areas of gynecologic 
oncology and obstetrics and gynecology.

Assembly Biosciences 
Nicole White has been named senior vice 
president of pharmaceutical development 
and manufacturing at Assembly Biosciences. 
Most recently, White headed process chem-
istry at Gossamer Bio.

Avvinity Therapeutics
Nick Staples has taken the helm of Avvinity 
Therapeutics as its interim CEO. Staples was 
previously CEO for Locate Bio.

Caladrius Biosciences
Robert Honigberg, former senior medical 
director at Flexion Therapeutics, has been 
named interim chief medical officer of 
Caladrius Biosciences.

Celularity 
Celularity has named Gregory Berk the 
company’s new chief medical officer and Chi 
Li its senior vice president of regulatory af-
fairs. Berk previously served as president and 
chief medical officer at Vedantra Pharmaceu-
ticals, and Li was vice president of regulatory 
affairs at Allergan prior to joining Celularity.

Crinetics Pharmaceuticals 
Peter Trainer, former honorary professor of 
endocrinology at the University of Manches-
ter, has been named vice president of clinical 
endocrinology at Crinetics Pharmaceuticals.

Cytocom 
Taunia Markvicka has been named chief 
operating officer of Cytocom. Most recently, 
Markvicka served as chief operating officer 
at PolyPid.

Elevation Oncology 
Shawn Leland, founder and chief business 
officer of Elevation Oncology, has been 
promoted to CEO of the company.

Eris Lifesciences
The new executive director and chief operat-
ing officer at Eris Lifesciences is V Krishna-
kumar, formerly a corporate finance partner 
with EY India.

Flagship Pioneering 
Flagship Pioneering has found its new chief 
medical officer in Luciano Rossetti, Merck’s 
former global head of R&D.

Gossamer Bio 
Faheem Hasnain has been named CEO of 
Gossamer Bio. Previously, Hasnain served as 
president and CEO of Receptos.

Imara 
Lynette Hopkinson has been appointed to 
the role of senior vice president of regula-
tory at Imara. Hopkinson joints Imara from 
Vertex Pharmaceuticals, where she served 
as vice president and global head of cystic 
fibrosis regulatory strategy and commercial 
regulatory affairs.

Inozyme Pharma 
Kevin Johnson has been named senior 
vice president of regulatory affairs 
at Inozyme Pharma. Most recently, 
Johnson was the senior vice president 
and head of regulatory and quality at 
Magenta Therapeutics.

KBP Biosciences 
KBP Biosciences has appointed Douglas 
Losordo to the role of chief medical officer. 
Formerly, Losordo was chief medical officer 
for Caladrius Biosciences.

ObsEva
Brian O’Callaghan, former CEO of Petra 
Pharma Corporation, has been appointed 
CEO of ObsEva.

ONK Therapeutics
ONK Therapeutics has appointed Rohit 
Duggal head of R&D. Duggal was previously 
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the senior director of primary lymphocyte 
R&D at NantKwest.

RVL Pharmaceuticals
RVL Pharmaceuticals has hired Raymond 
Douglas to take on the role of global head 
of scientific affairs. Douglas also serves as 
chief medical officer of Flowmetric and 
owns and operates a private practice in 
Beverly Hills.

Sensyne Health
Sensyne Health has named Derek Baird 
president of North America. Baird previ-
ously served as senior vice president of 
growth at AVIA.

Sio Gene Therapies
Guangping Gao is Sio Gene Therapies’ new 
chief scientific adviser for its adeno-associat-
ed virus research program. Gao is co-director 
of the Li Weibo Institute for Rare Disease and 

director of the Horae Gene Therapy Center 
and Viral Vector Core.

Spark Therapeutics 
Spark Therapeutics has appointed Michael 
Retterath to the role of chief strategy offi-
cer. Retterath was previously a partner in the 
healthcare practice at Bain & Company.

Talaris Therapeutics 
Talaris Therapeutics has hired Michael 
Zdanowski as chief technology officer, Far-
ah Natoli as head of portfolio and program 
management and Mary West as vice presi-
dent of clinical operations. In their former 
roles, Zdanowski served as vice president 
of good manufacturing practice operations 
for the New York Stem Cell Foundation, Na-
toli was the executive director of program 
and alliance leadership at Bioverativ, and 
West served as clinical operations head at 
Alnylam Pharmaceuticals. 

Talis Biomedical 
Talis Biomedical has appointed Rob Kelley 
as the company’s first chief commercial of-
ficer. Most recently, Kelley was vice president 
of sales and commercial development at Ge-
nalyte. Talis Biomedical also named Douglas 
Liu as senior vice president of operations. Liu 
previously served as senior vice president of 
global operations at QIAGEN.

Vor Biopharma
Oncology research company Vor Biopharma 
has selected Tirtha Chakraborty as its 
first chief scientific officer. Before joining 
Vor, Chakraborty was vice president of cell 
therapy research at Sana Biotechnology.

Ziopharm Oncology 
Ziopharm Oncology has hired Raffaele 
Baffa to assume the role of chief medical 
officer. Baffa was formerly the head of R&D 
and chief medical officer of Medisix.

Sandra “SAM” Sather, MS, CCRC

The CRC’s Guide 
 to Coordinating Clinical Research

FOURTH EDITION The guide covers key topics like specific GCP regulations,  
principles of informed consent, writing and training on SOPs, IRB requirements and more:

n Site feasibility studies
n Study initiation, monitoring and 

closeout
n Devices and biologics research

n Documentation & data integrity
n Investigational product  

accountability
n Adverse event reporting

n Interacting with sponsors, CROs 
and clinical trial monitors

n Study protocols and case report 
forms

A vital resource for both  
novice and experienced  
clinical research coordinators
This new edition of The CRC’s Guide is a one-volume 
training masterpiece that covers the roles and responsibil-
ities of all key parties involved in managing clinical trials.

Order today at www.centerwatch.com/crcguide

https://www.centerwatch.com/products/381?hittrk=CWW


© 2020 CenterWatch   CWW2445

WCG  |  CWWeekly   November 23, 2020 7 of 12

Features  

the Pfizer-BioNTech vaccine proved 94.5 
percent effective among participants over 
age 65, a highly vulnerable population.

For the Pfizer-BioNTech two-shot COVID-19 
vaccine, an efficacy target of 60 percent meant 
that if in the trial population of 43,538 partici-
pants enrolled, 100 cases of the virus were ex-
pected in the placebo group, 40 cases would 
be expected in the treated group. Wittes said 
the 60 percent target was “approximately 
equal to a flu vaccine in a good year.”

However, the design of the Pfizer-BioN-
Tech trial projected 164 statistical events 
— specifically, a COVID-19 infection that 
occurred more than seven days after receiv-
ing the second dose. According to Wittes, 
participants had to be symptomatic with a 
positive polymerase chain reaction test in 
order to be recorded as an event; cases in all 
other situations were not counted.

Pfizer and BioNTech originally planned to 
conduct four interim analyses, with the first 
taking place once there were 32 confirmed 
cases of the disease. Wittes said the compa-
nies skipped the first look for unknown rea-
sons but found 94 cases when they took their 
second look. Of those, fewer than nine of the 
COVID-19 cases occurred in participants that 
actually received two doses of the vaccine. 
There were a total of 38,955 participants 
receiving two shots, with half receiving the 
vaccine and the other half receiving placebo.

Meanwhile, Moderna reported last week 
that it hit 95 percent efficacy in its two-shot 
vaccine trial, which had 30,000 participants. 
Moderna had originally planned two interim 
analyses and said the trial would be declared 
finished once 151 cases were recorded — 
in this case, the primary endpoint was the 
number of COVID-19 cases confirmed and 
reviewed by a panel of independent experts 
starting two weeks after the second dose of 
the vaccine.

The company said it had expected 53 
cases during the first interim analysis, but 
Wittes said it was unclear if Moderna’s an-

nouncement that it found 95 cases overall 
— 90 in the placebo group, five in the vac-
cine group — was from the first or second 
observation, but added that a 95 percent 
efficacy rate was of similar effectiveness to a 
measles vaccine. “That’s really high efficacy,” 
she said. “Very dramatic results.”

Both the trials had a 1-to-1 randomiza-
tion rate and a confidence interval (CI) of 30 
percent, meaning that researchers working 
on both vaccines would be very confident 
that the efficacy rate for the medicines 
would be above 30 percent. CIs provide 
researchers with a possible range of values 
that show how safe and effective a drug will 
be on the entire population, Wittes says.

In randomized trials, the assumption is 
that while the total trial population may 
include participants of different races, ages, 
socioeconomic groups, etc., randomizing 
participants results in subgroups of partici-
pants who have the same basic characteris-
tics as the whole, says Wittes. 

“Of course, that’s a simplifying assump-
tion,” Wittes says. But it’s an assumption that 
allows studies to extrapolate data from one 
subgroup and apply it to the whole. The 
idea, which applies to any trial, is that the ef-
fects of the drug being studied are constant 
across the trial population because all of the 
subgroups have been randomized so their 
participant characteristics mirror the compo-
sition of the trial population as a whole.

“The basic assumption in randomized trials 
is that the effect of treatment … is approxi-
mately constant across the group,” Wittes said.

But, she cautions, “you don’t want to stop 
and declare efficacy unless the results are 
so overwhelming …  that you know that 
it is extremely unlikely that the rest of the 
data will change the trajectory so much that 
there’s no benefit.”

“In the case of these two vaccine studies, 
where everybody was already randomized 
and either got their vaccine or their placebo, 
the DMCs said they saw overwhelming 
efficacy, but they didn’t say stop the studies,” 
Wittes said. “They said to keep following 

these patients, so we know what’s going to 
happen in the long run.”

While DMCs can recommend stopping a 
study if it’s deemed futile or has overwhelm-
ing efficacy, Wittes said it would be ridiculous 
to assume all population groups have the 
same degree of efficacy in any particular 
study. “We know that immune response is 
less robust in the elderly,” she said. “We may 
look at other age groups, racial and ethnic 
groups or gender. These are scientific ques-
tions that need to be thought through scien-
tifically, and usually there’s not enough data 
in a trial to answer all the questions we would 
like to ask about the various subgroups.”

DMCs are charged with looking at interim 
trial data as opposed to sponsors and inves-
tigators, who run the risk of being influenced 
to make changes if they see data too early in 
the trial process, according to Wittes. “In order 
to keep the integrity of the trial, you need 
to make sure that people who are involved 
in the trial don’t know the results, so they 
feel comfortable and ethically responsible 
continuing the trial as it is.” But she said it was 
possible there could be several different out-
comes from a single randomized clinical trial.

Most randomized trials include two 
primary goals, Wittes said, namely that re-
searchers don’t falsely declare that a drug or 
treatment has a benefit or falsely declare the 
opposite. She said the consensus approach 
among researchers is to assume at the start 
of a trial that a placebo and an investigation-
al product will have the same effect. Under a 
conventional, two-arm vaccine trial, research-
ers would declare the vaccine as the better 
option within a 2.5 percent probability. 

Wittes explained that researchers need 
to adjust their analysis of any trial so that the 
probability of declaring a benefit from the 
drug being studied remains below that 2.5 
percent probability. 

“So we can ask questions but we need 
to specify which questions we are asking 
in a way that preserves the probability and 
which ones are really exploratory and don’t 
preserve the probability,” she says.

Rules of Vaccine Approval
(continued from page 1)
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ing to push these applications and sponsors 
are tending to agree.

Lipset: It can be a challenge for spon-
sors and CROs when there is a better way 
to operate with a small number of sites; 
are they able to shift to taking a different 
strategy with just a select number of sites 
or do they need to appeal to the low-
est common denominator just to have a 
consistent process on their part, even if 
it’s not the best process. It’s nice to hear 
that you are seeing some adoption and 
flexibility, certainly in 2020 and hopefully 
going forward.

Q: How do you do source data verifica-
tion (SDV) in places such as the EU, where 
the sites and local regulations don’t allow for 
remote monitoring?

Keun: There is off-site monitoring 
that they can do, like pre-phone calls and 
video calls just to discuss the trial in gen-
eral. I do know that remote SDV is very 
limited and the sponsors kind of have to 
fight that and determine to what extent 
they want to do it. For sponsors that 
want remote monitoring, sites have to be 
prepared to provide that information by 
anonymizing their trial source, things like 
that, to make sure they are following their 
regulatory guidances.

Lipset: I’ve heard of instances out there 
where some have tried to be creative to 
use video to show medical records to re-
mote monitors, but I think people have to 
be very careful trying to take those types 

of creative workarounds. Using an unse-
cure video or even a secure video doesn’t 
necessarily absolve you of the local privacy 
regulations that made it a challenge in the 
first place.

Borasky: Just because we have the tech-
nology doesn’t mean it’s always appropriate 
in a regulated environment.

Q: What is the IRB perspective on 
remote monitoring and its role in oversight 
of the safety and risk assessments within 
the protocol?

Borasky: We get asked a lot of ques-
tions about remote monitoring and it does 
fall into kind of a gray area. Remote moni-
toring is very possible in this environment 
and completely something you can do 
without having to compromise on compli-
ance. That’s certainly another overarching 
message from the IRBs. For instance, when 
we’re advising you how to shift to consent 
for a remote consenting process, we’re 
not telling you that you’ve got any wiggle 
room for complying with the regulations; 
it’s just that there are ways you can do it in 
a compliant manner

At least for the IRB world, there will 
be a lasting impact on being more open 
to nontraditional ways of doing things 
and still being comfortable that you’re 
being compliant.

Q: With use of these additional remote 
monitoring tools, are there any specific HiPAA 
certifications/requirements sponsors need to 
make sure their vendors have?

Lipset: From a sponsor perspective, if 
it’s their own monitoring workforce and 

they are potentially getting access to dif-
ferent types of protected health infor-
mation shared through these electronic 
technologies, it’s a fair question to review 
with privacy officers. It’s probably some-
thing more CROs have already thought 
about and have incorporated perhaps in 
their procedures.

Keun: Generally, we don’t share source 
records through the portal. It would only 
be things to verify the regulatory bind-
ers and then a lot of patient-specific stuff 
would be done via Zoom or an over-the-
shoulder type of review just to protect that 
patient’s information.

Q: How do you verify the facilities you use 
for remote visits? Are video visits adequate?

Keun: It is kind of awkward, carrying a 
camera around to show the facility. 
But it’s still the same checklist as what 
you would use in person; it’s just now 
you have to designate the time for the 
video hookup. We’ve done them success-
fully and been able to set up trials during 
this time. 

Q: Sites are using Sharepoint applications 
to share documents for monitoring review. 
How does the FDA view this sharing of source 
data in light of Part 11 compliance?

Keun:  We always review all the portals 
that are suggested by sponsors to make 
sure they are compliant. The FDA didn’t re-
ally outline any limits, as long as appropri-
ate security measures are in place. From a 
site perspective, we just need to make sure 
we are checking that before we start using 
the portal.

Ask the Experts
(continued from page 1)
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By John W Mitchell

Frustration about clinical trial start-up 
costs is not unlike Sisyphus’ dilemma. 
A host of long-standing expense and 

such uphill headwinds for the clinical trial 
sector. According to some sources, such 
problems even threaten the viability of the 
sector. Sites complain they incur more over-
head costs driven by regulatory documen-
tation, antiquated data collection and the 
demands of precision medicine to name a 
few — all without increased compensation 
from sponsors and CROs. A recent study 
supports this concern. Researchers at the 

-
opment found that the study start-up phase 

remained unchanged for the past decade. 
-

ing investments in technology are getting 
trials done faster. None of this bodes well 
for smaller, independent players.

-
sley, CEO at IACT Health. His company 

-
ger, and there are more procedures per pa-
tient per day. So, you’re doing loads more 
work, but you’re only paid when you put 

themselves — you put fewer patients in tri-
als today.”

According to Kingsley, the only way to 
-

pate in three times as many concurrent tri-

from an overhead standpoint to have one 
trial that places eight patients, rather than 
three trials that place eight patients.   

Also, at a time when technology is con-

technology is compounding problems in 
the clinical trial sector. In each of the three 

sponsors. When each sponsor uses their 
own networks and devices for patient-re-
ported outcomes, it adds to site workload 
and time.    

“We have no ability to standardize tech-
nology,” Kingsley says “We have to do so 
many trials with so many sponsors, and 
they have their own decision-making… 

-
bia (standardization between sponsors and 
sites).”

As an example, he cites the advantages of 
sites adopting electronic platforms such as 
eSource. Using such a platform could save 
billions compared to the aggregate cost of 

documents. Clinically, an electronic plat-
form also prevents errors such as entering 
a blood pressure incorrectly or performing 
a patient procedure out of order from the 
test protocol.

“We’re trying to convince the industry 

Start-up Costs Can Be an Uphill Slog in Need of Change
September 2018 A CenterWatch Publication Volume 25,  Issue 09
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Drug & Device Pipeline News    

Company Drug/Device Medical Condition Status Sponsor Contact
COVID-19 Trials and Actions
RedHill Biopharma orally administered 

RHB-107 (upamostat)
patients with symptomatic 
COVID-19 who do not require 
hospitalization

IND approved by the FDA for 
phase 2/3 trial

redhillbio.com

Ampio 
Pharmaceuticals

inhaled Ampion COVID-19 third cohort treated in phase 
1 trial

ampiopharma.com

Selva Therapeutics SLV213 treatment of COVID-19 first patients dosed in phase 
1 trial

selvarx.com

Revelation 
Biosciences

REVTx 99 treatment and prevention 
of respiratory viral infection, 
including SARS CoV 2 infection

dosing complete in first 
cohort of phase 1 trial

revbiosciences.com

BioLineRx Motixafortide acute respiratory distress 
syndrome secondary to COVID-19 
and other respiratory viral 
infections

initiation of phase 1b trial biolinerx.com

Nordic Nanovector Betalutin (177Lu 
lilotomab 
satetraxetan) in 
combination with 
rituximab i

second-line follicular lymphoma final two patients enrolled 
into second safety cohort of 
phase 1trial

nordicnanovector.com

NorthSea 
Therapeutics

SEFA-1024 hypertriglyceridemia first patient dosed in phase 
1 trial

northseatherapeutics.com

Biological E.

Dynavax

Baylor College of 
Medicine

COVID-19 subunit 
vaccine candidate

 COVID-19 vaccine initiation of phase 1/2 trial 
in India

biologicale.com

dynavax.com

bcm.edu

Inovio INO-4800 COVID-19 vaccine initiation of phase 2 portion 
of phase 2/3 trial

inovio.com

RedHill Biopharma opaganib (Yeliva, 
ABC294640)

patients hospitalized with severe 
COVID-19 pneumonia 

enrollment complete in 
phase 2 trial

redhillbio.com

BioNTech

Pfizer

BNT162b2  mRNA-based COVID-19 vaccine 
candidate

completion of phase 3 trial biontech.de

pfizer.com
Tulip Medical autologous stem/

stromal cells derived 
from fat

restoration of respiratory function 
in adults with lung damage from 
COVID-19

initiation of clinical trial tulipmedical.com

Lucira Health Lucira COVID-19 All-
In-One Test Kit 

COVID-19 rapid diagnostic test for 
self-testing at home

Emergency Use Authorization 
granted by the FDA

lucirahealth.com

Other Trials and Actions
ATAI Life Sciences 

Neuronasal

N-acetylcysteine 
(NAC)

acute mild traumatic brain injury IND approved by the FDA

neuronasal.com
Dicerna 
Pharmaceuticals 

Eli Lilly

LY3561774 cardiometabolic disease IND approved by the FDA dicerna.com

lilly.com
Istari Oncology PVSRIPO 

immunotherapy
treatment-refractory melanoma IND approved by the FDA istarioncology.com

continues on next page »

https://www.redhillbio.com/
https://www.redhillbio.com/
https://ampiopharma.com/
https://ampiopharma.com/
https://ampiopharma.com/
https://selvarx.com/selva/
https://selvarx.com/selva/
https://www.revbiosciences.com/
https://www.revbiosciences.com/
https://www.revbiosciences.com/
https://www.biolinerx.com/
https://www.biolinerx.com/
https://www.nordicnanovector.com/
https://www.nordicnanovector.com/
https://www.northseatherapeutics.com/
https://www.northseatherapeutics.com/
https://www.northseatherapeutics.com/
https://biologicale.com/
https://www.dynavax.com/
https://www.bcm.edu/
https://www.bcm.edu/
https://biologicale.com/
https://www.dynavax.com/
https://www.bcm.edu/
https://www.inovio.com/
https://www.inovio.com/
https://www.redhillbio.com/
https://www.redhillbio.com/
https://biontech.de/
https://www.pfizer.com/
https://biontech.de/
https://www.pfizer.com/
https://tulipmedical.com/
https://tulipmedical.com/
https://www.lucirahealth.com/
https://www.lucirahealth.com/
https://neuronasal.com/
https://neuronasal.com/
https://dicerna.com/
https://dicerna.com/
https://www.lilly.com/
https://dicerna.com/
https://www.lilly.com/
https://istarioncology.com/
https://istarioncology.com/


© 2020 CenterWatch   CWW2445

WCG  |  CWWeekly   November 23, 2020 10 of 12

Drug & Device Pipeline News     (continued from page 9)

Company Drug/Device Medical Condition Status Sponsor Contact
Jounce Therapeutics JTX-8064 solid tumors IND approved by the FDA jouncetx.com
Nanobiotix NBTXR3 activated by 

radiation therapy
patients with recurrent or 
metastatic head and neck 
squamous cell carcinoma with 
limited PD-L1 expression or 
refractory to PD-1 blockade

IND approved by the FDA nanobiotix.com

Nanobiotix NBTXR3 activated by 
SBRT re-irradiation

patients with inoperable, 
locoregional recurrent head and 
neck squamous cell carcinoma 
(HNSCC) or second primary HNSCC, 
previously treated with definitive 
radiation therapy and without 
radiographic evidence of metastases

IND approved by the FDA nanobiotix.com

NeoImmuneTech NT-I7 (efineptakin 
alfa) and 
atezolizumab 
(Tecentriq)

patients with previously 
untreated, PD-L1-expressing, 
locally advanced or metastatic 
non-small cell lung cancer

IND approved by the FDA neoimmunetech.com

TISSIUM vascular sealant achieving hemostasis and 
preventing postoperative 
bleeding following peripheral 
vascular surgeries

IDE approved by the FDA tissium.com

AlzeCure Pharma ACD856 Alzheimer's disease approval from the regulatory 
authorities in Sweden to 
initiate a phase 1 study

alzecurepharma.com

EicOsis Human 
Health

EC5026 moderate to severe pain phase 1a trial complete eicosis.com

BridgeBio 

Navire Pharma

BBP-398 solid tumors driven by mutations 
in the MAPK signaling pathway

first patient dosed in phase 
1 trial

bridgebio.com

navirepharma.com
Nkarta NKX101 

immunotherapy
relapsed/refractory acute 
myeloid leukemia or higher-risk 
myelodysplastic syndromes

first patient dosed in phase 
1 trial

nkartatx.com

PTC Therapeutics PTC518 Huntington's disease initiation of phase 1 trial ptcbio.com
Pionyr 
Immunotherapeutics

PY314 solid tumors initiation of phase 1 trial pionyrtx.com

Precigen PRGN-3005 
UltraCAR-T cells

advanced ovarian cancer first patients dosed in the 
intraperitoneal arm of 
ongoing phase 1 trial

precigen.com

Precigen PRGN-3006 
UltraCAR-T cells

relapsed or refractory acute 
myeloid leukemia and higher risk 
myelodysplastic syndrome

first patients dosed in phase 
1/1b trial

precigen.com

CG Oncology CG0070 in 
combination with 
Opdivo (nivolumab)

muscle-invasive bladder cancer in 
cisplatin-ineligible patients

first patient treated in phase 
1b trial

cgoncology.com

Kangpu 
Biopharmaceuticals

KPG-818 systemic lupus erythematosus initiation of phase 1b/2a trial kangpugroup.com

KAHR

Roche

DSP107 solid tumors first patient dosed in phase 
1/2 trial

kahrbio.com

roche.com
Takeda 
Pharmaceuticals

mezagitamab (TAK-
079) 

generalized myasthenia gravis first patient dosed in phase 
2 trial

takeda.com

continues on next page »
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Drug & Device Pipeline News     (continued from page 10)

Company Drug/Device Medical Condition Status Sponsor Contact
Cerebral 
Therapeutics

intracerebroventricular 
drug delivery of CT-010 

medically refractory epilepsy first patient enrolled in 
phase 2b trial

cerebraltherapeutics.com

Kodiak Sciences KSI-301 neovascular (wet) age-related 
macular degeneration

enrollment complete in 
phase 2b/3 trial

kodiak.com

AZTherapies ALZT-OP1 early stage Alzheimer’s disease completion of last patient/
last visit in phase 3 trial

aztherapies.com

Corvia Medical Corvia Atrial Shunt 
(IASD) 

to reduce elevated left atrial 
pressures

randomization complete in 
phase 3 trial

corviamedical.com

DeNovo Biopharma DB102 newly diagnosed high-risk diffuse 
large B-cell lymphoma patients 
with the biomarker DGM1

enrollment complete in 
phase 3 trial

denovobiopharma.com

Milestone 
Pharmaceuticals

etripamil nasal spray paroxysmal supraventricular 
tachycardia

first patient enrolled in 
phase 3 trial

milestonepharma.com

Palladio Biosciences lixivaptan patients with autosomal 
dominant polycystic kidney 
disease who previously 
discontinued therapy with 
tolvaptan due to liver toxicity

first patient dosed in phase 
3 trial

palladiobio.com

SIFI polihexanide 0.08% acanthamoeba keratitis enrollment complete in 
phase 3 trial

sifigroup.com

TissueTech TTAX01 advanced nonhealing diabetic 
foot ulcers

initiation of phase 3 trial tissuetech.com

Sommetrics aerSleep II sleep apnea Breakthrough Device 
designation granted by the 
FDA

sommetrics.com

Kiniksa 
Pharmaceuticals

vixarelimab pruritus associated with prurigo 
nodularis

Breakthrough Therapy 
designation granted by the 
FDA

kiniksa.com

ViiV Healthcare cabotegravir HIV pre-exposure prophylaxis Breakthrough Therapy 
designation granted by the 
FDA

viivhealthcare.com

Agios 
Pharmaceuticals

mitapivat sickle cell disease Orphan Drug designation 
granted by the FDA

agios.com

Amylyx 
Pharmaceuticals

AMX0035 Wolfram syndrome Orphan Drug designation 
granted by the FDA

amylyx.com

Sanofi rilzabrutinib immune thrombocytopenia Fast Track designation 
granted by the FDA

sanofi.com

Agilent 
Technologies 

PD-L1 IHC 22C3 
pharmDx 

companion diagnostic to aid in 
identification of TNBC patients 
eligible for treatment with Keytruda 

approved by the FDA agilent.com

Merck Keytruda 
(pembrolizumab)

patients with locally recurrent 
unresectable or metastatic triple-
negative breast cancer whose 
tumors express PD-L1

approved by the FDA merck.com

SafKan Health OtoSet Ear Cleaning 
System

removal of impacted earwax approved by the FDA safkanhealth.com

UCB Pharma Vimpat (lacosamide) 
CV

adjunctive therapy for primary 
generalized tonic-clonic seizures 
(PGTCS) in patients four years of 
age and older 

approved by the FDA for 
expanded indication

ucb-usa.com

UCB Pharma Vimpat injection intravenous use in children four 
years of age and older with PGTCS

approved by the FDA for 
expanded indication

ucb-usa.com
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West Palm Beach, FL
561.600.4848
mdunn@beerdermatology.com

The center is a dermatology/dermatopathology center dedicated 
to general, surgical and pediatric dermatology, as well as cosmetic 
dermatology.

Rapid City, SD
605.348.4141
healthconcepts104@hotmail.com

Health Concepts is a state-of-the-art research center built in 2009 
with complete technology for a wide range of research studies.

Miami, FL
305.220.5222
info@fxmresearch.com

FXM Clinical Research is a privately owned and operated clinical 
research site that conducts phase 1, 2, 3 and 4 trials specializing in 
dermatology.

Dallas, TX
972. 354.1520
info@ACRCTrials.com

ACRC TRIALS offers the expertise and research staff to conduct Phase 
2-4 adult and pediatric pharmaceutical and device studies in various 
therapeutic areas.

Lexington, KY
859.260.6456
Micheal.stephens@bhsi.com

Baptist Health Lexington is a 391-bed medical research and educa-
tion center providing healthcare, leading-edge technology and medi-
cal services to patients throughout Central and Eastern Kentucky.

Salt Lake City, UT
801.288.0607
kgeorge@wasatchcrc.com

Wasatch Clinical Research, founded in 1999, has conducted more 
than 60 phase 2-4 trials and has 33 principal investigators and more 
than 70 sub-investigators and study coordinators.

New York, NY
212.249.4659
bjsloan@nyp.org

The Rogosin Institute is an independent, nonprofit institution for 
research and healthcare specializing in kidney disease.

Marrero, LA
504.934.8424
info@tandemclinicalresearch.com

Tandem Clinical Research is a dedicated, phase1-4 clinical trials center.
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562.430.7533
riar@losalcardio.com

Los Alamitos Cardiovascular is a private practice that has been serving 
patients in Los Angeles and Orange counties for more than 38 years.
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OsNET is a multispecialty clinical research informal alliance of 10 sites 
located throughout nine states.
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