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Centralized Monitoring Focuses on
KRIs Sponsors Use to Evaluate Sites
By James Miessler

A

t the intersection of risk-based
quality management (RBQM) and
performance metrics, sponsors are
increasingly using centralized monitoring approaches to analyze data from sites
that can predict risk and identify sites
that may need additional support.
Centralized (or “central”) monitoring
— ongoing review of critical, relevant operational/trial data to help manage participant safety, data quality, completeness
and reliability, protocol compliance and
monitoring decisions — is a key RBQM
concept more and more sponsors are using to evaluate sites, Duncan Hall, CEO
of Triumph Research Intelligence, explained during WCG MAGI’s Clinical
Research Conference in Las Vegas, Nev.,
last month.
With centralized monitoring, sponsors continually assess the entirety of

critical data across all of a trial’s sites.
Compared to the conventional method of
site-based monitoring, in which a monitor only looks at data from the site they’re
assigned, central monitoring is “a huge
differentiator” because it looks at all the
data deemed essential on an ongoing basis, Hall said.
“With traditional site-based monitoring, whoever’s monitoring that data is taking a very myopic view,” he said. “With
central monitoring, you’ve got the context of all the data, all the time, and it’s a
constant review of that data. In order to
do that, we are starting to break that data
down into operational and clinical metrics
so we can understand what’s happening.”
Hall discussed 10 key risk indicator
(KRI) metrics sponsors are frequently
using to look at sites, inform their monitoring decisions and determine where to
conduct remote monitoring and, if necessary, site monitoring.

#1 and #2: Adverse Events and
Serious Adverse Events
Topping the list at the number one and
two spots are adverse events (AE) and serious adverse events (SAE), respectively.
These common site KRIs are used by sponsors to assess the rate of AEs and SAEs per
patient month and uncover potential patient safety concerns.
These KRIs can be particularly useful for
comparing rates across a program of trials,
especially where event reporting is similar,
Hall said. Delving into these data can also
help distinguish whether it’s a single patient
with many AEs/SAEs or many participants
with similar patterns of AEs/SAEs.

#3: Protocol Deviations
Sponsors also look at sites’ rates of protocol deviations over time to gauge whether
see Centralized Monitoring on page 4

More Work Needed to Apply Machine Learning
in Clinical Research, Experts Say
By Jason Scott

M

achine learning (ML) is viewed as
the next generation solution for
supporting decision-making and
development by many industries, and the
clinical research sector is no exception.
But not all applications of this artificial
intelligence technology are appropriate
for clinical trials, say several researchers

who have raised questions about its validity, reliability and scalability.
ML, which relies on algorithms to comb
through raw data and produce insights, has
the potential to radically reshape the clinical research space. Speedy analysis of treatment risks and benefits, precision diagnosis
using genomic sequencing and early detection of serious diseases like cancers are only
some of the benefits of using ML.
Copyright © 2022 by WCG CenterWatch

However, a recent study of ML in
clinical research led by Dr. Victor Volovici of Erasmus University in the
Netherlands found that ML algorithms
sometimes offer no advantage over conventional statistical modeling and may
be plagued with problems of validation,
a measure of the accuracy of data and
an identifier of whether researchers
see Machine Learning on page 5

Regulatory Update
consent requirements with the Common

FDA Posts Long-Awaited Proposed
Rule’s provisions.
Rules for IRBs, Informed Consent
It’s been a long time coming, but the
FDA has finally published a pair of proposed rules designed to sync the agency’s
IRB and informed consent requirements
with the Common Rule, the regulation
used by most federal agencies to guide human subjects research.
By making this move, the FDA, which
has its own separate research regulations,
hopes to reduce administrative workloads
for sponsors, investigators and IRBs.
The agency’s rules, first proposed in the
21st Century Cures Act, aren’t groundbreaking but they will make strides toward
achieving greater IRB review consistency
across federally funded and privately funded research, David Forster, WCG’s chief
compliance officer, tells The CenterWatch
Monthly, calling the recently published
rules “welcome news” after years of delay.
The proposed rule on protection of trial
participants and IRBs would nix the need
for continuing reviews, unless IRBs determine otherwise, of trials that have reached
a point involving only data analysis (including analysis of identifiable private information or identifiable biospecimens,
and/or gathering follow up data from procedures that participants would undergo as
part of clinical care). It also would revise
recordkeeping requirements for continuing review and update general informed

Additionally, the proposed rule would add
a requirement to keep records documenting
the IRB’s rationale for continuing review for
trials that otherwise don’t require it.
The second proposed rule would usher
in new requirements for U.S. institutions
taking part in FDA-regulated cooperative
research to use single IRBs for all trials done
domestically, with two exceptions: cooperative research that must legally use more
than single IRB review and research for
which the government deems single-IRB
review inappropriate. It also proposes new
recordkeeping requirements for trials that
use outside IRBs.
The two proposed rules are open for public comment until Nov 28.
Read the proposed rule on protection of
trial participants and IRBs here: https://bit.
ly/3rfxflT.
Read the proposed rule on IRBs and
cooperative research here: https://bit.
ly/3LS7cL7.

FDA Guidance Addresses Issues
with the Use of Multiple Endpoints
Seeking to help sponsors avoid making
false efficacy conclusions in drug and biologic trials that use multiple endpoints, the
FDA has published final guidance on grouping and ordering endpoints for analysis and
statistical approaches for managing them.

Regulatory concerns about multiple
endpoints generally come up in trials
aimed at showing effectiveness to support drug approval and claims in FDAapproved labeling. “However, this issue is
important for trials throughout the drug
development process,” the agency said.
The guidance includes a detailed section on general principles behind the
use of multiple endpoints that sponsors
should consider, including the different
ways of grouping endpoints, controlling
Type I error rates, Type II error rates and
sample size, the hierarchical grouping
of endpoints in trials and the individual
components of composite and multicomponent endpoints.
It also includes an appendix containing
a number of common statistical methods
that work well with multiple endpoints, as
well as a section of general references.
The guidance notes that the FDA’s recommendations for multiple endpoints and
“multiplicity” generally apply to other areas as well, including the use of multiple
doses, time points and study population
subgroups, though the guidance does not
cover these specifically. It also notes that
different considerations may come into
play in certain unique situations, such as
the evaluation of multiple drugs for a single disease in a master protocol.
Access the full final guidance here:
https://bit.ly/3Difj0N.
see Regulatory Update on page 3
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Regulatory Update
continued from page 2

FDA Shares Ethical, Trial
Design Considerations for
Pediatric Participants
The FDA has published draft guidance
outlining an ethical framework for involving children in clinical trials of drugs and
devices, as well as trial design considerations.
The guidance offers what the agency
deems to be fundamental ethical considerations that come into play when children
are involved in trials. For instance, the guidance offers IRBs direction on approving trials that intend to enroll children and ways to
assess whether an intervention/procedure
offers a prospect of direct benefit to them.
It also describes risk categories for interventions/procedures that don’t offer a prospect
of direct benefit and methods to assess risks
for those that do, in addition to other items.
The guidance also delves into trial design
for both drugs and devices, covering general factors as well as specifics. Overall, trials
that involve children “should be designed
to maximize the amount of information
gained and minimize the number of subjects involved,” the guidance advises.
The guidance distinguishes between
the differing challenges of drugs and
medical devices, noting that devices
come with different hurdles because
of their varying applications and the
range of technology they use.
For devices, the guidance advises sponsors to consider the available clinical data
when putting a trial together and notes that
trials for indications involving both adults
and children may be able to be designed
as a single pivotal trial that enrolls both
groups. Doing this can reduce the burden of multiple trials and optimize sample
sizes. The guidance also notes that in certain situations, expected benefit and safety
can be derived without separate studies of
each pediatric subgroup, although “every

effort should be made to gather data that
adequately address each targeted pediatric
subgroup for the proposed indication.”
Read the full draft guidance here: https://
bit.ly/3SaRVHB.

FDA Issues Final Guidance on
Developing Gene Therapies for
Neurodegenerative Diseases
Both clinical and surrogate endpoints
are acceptable targets for trials investigating gene therapies (GT) for neurodegenerative diseases, according to finalized FDA
guidance on developing these products.
The document updates and finalizes
draft guidance that was filed last year.
Products advancing through the traditional approval pathway will need to
show a significant effect on a clinically
meaningful endpoint. But surrogate endpoints can be used to support a marketing
approval under the accelerated approval
pathway, under some circumstances.
A surrogate endpoint might be the best
choice in cases where a GT product “directly targets an underlying, well-understood and well-documented monogenic
change that causes a serious neurodegenerative disorder,” the guidance says. “In
these cases, the GT product could alter
the underlying genetic defect and thereby
treat or cure the disease.”
Sponsors that intend to employ surrogate endpoints need to alert the FDA as
early in the development process as possible and well before clinical trials begin.
By the time human studies commence,
sponsors should have solid animal data
that confirm dosing regimens and a proposed route of administration. These
preclinical findings also need to support
patient eligibility criteria and identify potential toxicities.
Ideally, the guidance says, a GT trial
should be conducted in an adult population before the product is studied in children. When there are no adult data, spon-

sors need to explain why adult studies
aren’t possible.
Read the final guidance here: https://bit.
ly/3guoXEP.

EMA Adopts ICH E19 Guidelines on
Selective Safety Data Collection
The European Medicines Agency (EMA)
has endorsed the International Council on
Harmonization’s (ICH) guideline on ways
to be more selective in collecting safety data
in late-stage and postmarket trials.
The guideline, ICH E19, defines selective
safety data collection as “the reduced collection of certain types of data in a clinical trial
after thorough consideration of factors that
would justify such an approach.”
The council’s recommendations for selectively gathering safety data mainly pertain to
postmarket interventional trials, as comprehensive collection is usually expected in preapproval trials, but it does apply to late-stage
preapproval trials in certain situations.
E19 presents both general considerations
on participant safety, justifying selective
safety data collection, data that may be appropriate for selective gathering, benefitrisk considerations and situations in which
selective collection should be considered, as
well as a section on actually implementing a
streamlined safety data collection approach.
Per the guidelines, any selective safety
data gathering strategy should be carefully
designed and clearly described in the protocol, monitoring plan and statistical analysis
plan, and references should be made to ICH
E19. And because investigators may be unfamiliar with such an approach, it’s important that case report forms are well designed
and investigators trained appropriately, the
guideline says. The approach(es) should also
be described in relevant documents when
safety findings are presented.
The EMA is the first of the ICH member
regulators to adopt the new guideline.
Read the full ICH E19 guidelines here:
https://bit.ly/3T1QPOx.
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Centralized Monitoring
continued from page 1

the quality of the trial might be impacted,
with an eye for seeing if sites are improving
as the trial progresses and if there are too
many deviations per patient month.
The use of this KRI is not to single out
high deviation sites as poor performers,
Hall said. Rather, it is used to flag those sites
that may need more support. On the other
side of the coin, sites with a low number of
protocol deviations may also be flagged,
with sponsors looking to see if they may
have issues detecting them.

#4: Discontinuation Rate
The number of randomized participant
dropouts is another KRI commonly used,
as high numbers of discontinuations can
impact the validity of a trial’s data. This is
used to identify sites that may include participants who shouldn’t have been enrolled
as well as patients who have missed visits
and are at risk of dropping out.

#5: Screen Failure Rate
Sponsors look at screen failure rates to
identify sites that skew one way or the other:
either they don’t screen fail any patients or
they screen fail more than expected. Both
are indicators of problems.
But a high screen failure rate may not
be indicative of a site-specific problem,
Hall noted. Instead, it could be a sign of a
systemic issue across the trial and may be
cause to consider a protocol amendment.
For example, a sponsor might examine the
causes behind an overwhelming number of
screen failures across a trial and conclude
they were due to overly restrictive inclusion criteria. The sponsor would then want
to understand how important those criteria
are and if they might ultimately alter the
trial’s outcome if not removed by a protocol
amendment, he said.

4

“This is where central monitoring can
help us not just look at potential site or
patient-level issues, but potentially protocollevel issues,” he said.

#6: Incomplete (Not Done)
Assessments
Sponsors using a centralized monitoring approach will frequently evaluate sites
for the rate of patient assessments that are
marked as “not done,” looking for sites that
have higher rates than the benchmark.
Because completed assessments are an
essential part of understanding the effects
of interventional treatments, and thus the
weight of the trial findings themselves,
this has become a common metric used by
sponsors to spot problem sites and identify
causes.

#7: Missed Visits
Sponsors look at the number of missed
participant visits to both identify sites with
high numbers of missed visits and sites with
lower rates, Hall said. This information can
be helpful in learning what strategies do
and don’t work for sites in a trial when it
comes to getting participants to attend their
scheduled visits.
Additionally, these data help drill down
to see if problems are with the participants
or the site, and can help sponsors determine if a certain percentage of missed visits
is reasonable.

#8: Data Entry Timeliness
This KRI is frequently used by sponsors to gauge how many days it takes sites
to finish entering case report form (CRF)
data and is useful for identifying when
sites are having trouble meeting deadlines.
It could be that there’s an issue at a site that
needs to be addressed or a site might simply need to be reminded of their reporting
time requirements.

The CenterWatch Monthly November 2022 | Copyright © 2022 by WCG CenterWatch

#9: Timing of Response to Queries
Sponsors are also looking to see how
quickly sites resolve queries about their data
from trial monitors and others.
This metric helps them identify sites that
are lagging behind the norm or desired timeline as well as sites that may be responding too
quickly, possibly at the expense of quality. It’s
also useful for identifying participants with a
large number of queries, which can be indicative of unusual medical histories.

#10: Number of Queries Answered
Lastly, sponsors weigh sites’ rate of
query closures to see whether they’re answering them in sufficient numbers. Low
rates of query closures can be a red flag for
a site. Identifying these sites means sponsors can take a deeper look to see if it’s a
site-specific problem or if there are legitimate reasons for not closing out queries,
such as noncompliant participants.

Sponsors Sharing KRI Findings
with Sites
Sites would welcome some kind of
operational report card from sponsors
that shares the findings from centralized
monitoring and the KRIs that were used,
said Adam Larrabee, president of Rochester Clinical Research. Sponsors could do
a better job of sharing this information,
Larrabee told the conference attendees.
He advised sites to ask their sponsors for
these data to guide improvement efforts.
“With data available to us, we could look
at how we become better. When we receive
feedback on our performance, that’s how we
become better,” Larrabee said.
Hall estimated that while centralized
monitoring isn’t yet widespread — currently
used in perhaps 30 percent of trials, with a
focus on larger, later-stage ones — the percentage of trials using this approach has
doubled compared to just a few years ago.

Machine Learning

and virtually all suffer from poor reporting and high risk of bias.”

continued from page 1

are getting correct outcomes based on
those data.
The researchers point to the early
days of the COVID-19 pandemic before
reliable point-of-care assays to detect
SARS-CoV-2 were widespread. “One
highly active area of research involved
the development of ML algorithms to estimate the probability of infection,” they
wrote in the journal Nature Medicine.
These algorithms devised predictive
models based on data gleaned from electronic health records, including chest radiographs. But despite promising initial
results, the researchers said, “the success
of numerous artificial neural networks
trained on chest X-rays were largely not
replicated when applied to different hospital settings, in part because the models failed to learn or understand the true
underlying pathology of COVID-19.”
“These ML algorithms were not explainable and, while appearing to be at
the cutting edge, were inferior to traditional diagnostic techniques,” the researchers continued, noting that more
than 200 prediction models were “developed for COVID-19, some using ML,

Who’s Checking the Work?
As more companies and institutions
jump on the ML bandwagon, creating
their own proprietary algorithms, it
becomes even more difficult to control
quality.
“If everybody’s busy developing their
own machine learning algorithm, the
more difficult, more complex they become, then people are not busy validating them, and validating an algorithm is
just as important, if not more important
than creating it,” Volovici told The CenterWatch Monthly.
Often, an ML model is framed using
a specific sponsor’s data, he explained,
but then “you don’t know what happens
when it’s presented with new data.”
“What you ideally want is a machine
learning algorithm that sees new data
and is still reliable,” he said.

Larger Datasets Mean More
Robust Algorithms
ML algorithms are often developed
from small datasets and then perform

Clinical Trial Adverse Event
Reporting Made Easy
With 28 guidances in one convenient volume, you’ll
be able to address the true safety issues,
protect patients and stay compliant.

poorly when tested on larger datasets,
said Volovici, who recommends the
creation of one or two harmonized algorithms developed in research consortia. Such models can be continuously
trained and validated on large datasets
and used by clinical trials globally.
“Data is the most important ingredient in successful machine learning,”
said Dr. E. Hope Weissler, a vascular
surgery resident at Duke University and
co-author of a 2021 study on ML evidence generation published in BioMed
Central (BMC).
ML will “reflect, in some ways, the
flaws and biases inherent to the data on
which they were trained,” Weissler told
The CenterWatch Monthly, necessitating
the establishment of large, independent
datasets to generate robust models. But
she notes that existing “conventions and
laws surrounding data ownership and
sharing make access to adequate data
difficult, expensive or even impossible.”
One solution to the lack of broad datasets is creating “model report cards,”
Weissler said, that would “specify certain key aspects of a given model, including the population in which the
model was trained and possible consesee Machine Learning on page 6

Clinical Trials Adverse Event
Reporting Guide
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Machine Learning
continued from page 5

quences of using the model” outside its
indication for use.
Using a model based on a limited or
specific population can lead to another
danger of substandard ML models: the
ability to grossly enhance discriminatory
bias present in the data. An ML model
based on an insufficiently diverse population can lead to decisions and assumptions that aren’t valid for all populations.

Regulators Weigh in
Recognizing such a danger, the FDA,
Health Canada, and the UK’s Medicine
and Healthcare Products Regulatory
Agency jointly published guiding principles for using ML in medical device development in October 2021.
To avoid such bias, the regulators said,
data collection protocols “should ensure
that the relevant characteristics of the intended patient population (for example,
in terms of age, gender, sex, race, and
ethnicity) … and measurement inputs
are sufficiently represented in a sample
of adequate size in the clinical study and
training and test datasets, so that results

can be reasonably generalized to the population of interest.”
Still, there remains little solid evidence
of ML models’ usefulness in clinical trials. A recent study published in JAMA
on Sept. 29 found that few randomized
controlled trials (RCT) of ML technologies have been conducted, and of those
published RCTs using ML, the majority
did not “fully adhere to accepted reporting guidelines and had limited inclusion
of participants from underrepresented
minority groups.”
The research team, led by Deborah
Plana, a doctoral student within the Harvard‐MIT Health Sciences and Technology program and Dr. Dennis Shung, a
professor of Medicine at Yale University,
acknowledged that it is not practical to
assess every potential iteration of a new
ML technology through an RCT, such as
testing an ML algorithm used in a hospital system and then evaluating it again
in the “same clinical scenario in another
geographic location.”
But the Plana-Shung research group
echoed many existing validation worries, saying that there is “growing concern that new ML models are being
released after preliminary validation
studies without follow-through on their

ability to formally show superiority in a
gold standard RCT.”
Weissler echoed some of these reservations, too, noting that ML will be most
useful in addressing “low hanging fruit”
in RCTs in the short-term, such as “ascertaining clinical record completion or adjudicating clinical outcomes, rather than
immediately addressing the bigger and
more human-centric issues like participant recruitment and retention.”
That way, Weissler advised, if the ML
components of a trial fail, the entire viability of the trial won’t be threatened.
Fears over ML potentially derailing trial
viability, coupled with the lack of regulatory guidance around how ML will
be viewed in pivotal trials, have served
as “chilling” factors for researchers, she
said.
Read the study published in Nature Medicine here: https://go.nature.
com/3DzovOp.
Read the study published in BMC here:
https://bit.ly/3DzoCtj.
Read the study published in JAMA
here: https://bit.ly/3W6hdJl.
Read the FDA, Health Canada and
UK’s MHRA’s Good Machine Learning Practice guidelines here: https://bit.
ly/3SUeSi5.
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Study Lead Opportunities

CenterWatch analyzes data in its drug intelligence database to provide advance notice of clinical trials expected to enter the next phase
of clinical development soon. Contact information is provided for follow-up. Sponsors/CROs: to list an upcoming trial here, contact
Leslie Ramsey, 703.538.7661, lramsey@wcgclinical.com.
Company name

Drug name

Indication

Attralus

AT-02

Systemic amyloidosis

Aura Biosciences

Belzupacap sarotalocan

Non-muscle invasive bladder cancer

CinRx Pharma

CIN-109

Obesity

Enanta Pharmaceuticals

EDP-323

Respiratory syncytial virus

Harbour BioMed

HBM7008

Solid tumors

Harbour BioMed

HBM9378

Moderate-to-severe asthma

Atai Life Sciences

INB-01

Central nervous system disorders

Instil Bio

ITIL-306

Multiple solid tumors

Icosavax

IVX-A12

Respiratory syncytial virus and human
metapneumovirus

Janux Therapeutics

JANX007

Metastatic castration-resistant prostate cancer

Kling Biotherapeutics

KBA1412

Adults with advanced solid tumors

Lassen Therapeutics

LASN01

Fibrosis

Mind Medicine

MDMA, R-MDMA and S-MDMA

Mood disorders

Peptilogics

PLG0206

Periprosthetic joint infections after total
knee arthroplasty

Revolution Medicines

RMC-6291

Cancers driven by the KRASG12C mutation

RVAC Medicines

RVM-V001 vaccine

COVID-19 vaccine

VBI Vaccines

VBI-2901 multivalent coronavirus vaccine

COVID-19 vaccine

Sciwind Biosciences

XW014

Obesity and type 2 diabetes

Abcuro

ABC008

T-cell large granular lymphocytic leukemia

Eirion Therapeutics

AI-09

Glabellar wrinkles

Amydis

AMDXP-2011P

Parkinson’s disease and amyotrophic lateral sclerosis

Avidity Biosciences

AOC 1020

Adults with facioscapulohumeral muscular dystrophy

Avidity Biosciences

AOC 1044

Duchenne muscular dystrophy mutations
amenable to exon 44 skipping

phase 1

phase 1/2

see Study Lead Opportunities on page 8
Copyright © 2022 by WCG CenterWatch | The CenterWatch Monthly November 2022
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Study Lead Opportunities continued from page 7
Company name

Drug name

Indication

BridgeBio Pharma

BBP-398 plus Lumakras (sotorasib)

Non-small cell lung cancer solid tumors with the
KRAS G12C mutation

BerGenBio

Bemcentinib

First-line non-small cell lung cancer with
STK11 mutations

Immunis

IMM01-STEM

Muscle atrophy

Ichnos Sciences

ISB 1442

Relapsed/refractory multiple myeloma

Mustang Bio

MB-106

B-cell non-Hodgkin lymphoma and chronic
lymphocytic leukemia

NextCure

NC410 in combination with Keytruda
(pembrolizumab)

Immune checkpoint refractory or naïve solid tumors

Smart Immune

SMART102

Adults with hematological malignancies

TK-8001

MAGE-A1-positive solid tumors

Allogene Therapeutics

ALLO-501A

Relapsed/refractory large B-cell lymphoma

Ascletis Pharma

ASC41

Liver biopsy proven non-alcoholic steatohepatitis

Corcept Therapeutics

Dazucorilant

Amyotrophic lateral sclerosis

Leap Therapeutics

DKN-01

Advanced colorectal cancer

Alumis

ESK-001

Moderate-to-severe plaque psoriasis

EyePoint Pharmaceuticals

EYP-1901

Non-proliferative diabetic retinopathy

Sofie Biosciences

Fibroblast Activation Protein Inhibitor (FAPI)

Pancreatic ductal adenocarcinoma

Glyscend Therapeutics

GLY-200

Type 2 diabetes

SpringWorks Therapeutics

Nirogacestat

Recurrent ovarian granulosa cell tumors

Palatin Technologies

PL8177

Ulcerative colitis

ProLynx

PLX038

Platinum-resistant ovarian cancer

Sparrow Pharmaceuticals

SPI-62

Cushing’s syndrome

Vir Biotechnology

VIR-2218 and VIR-3434

Chronic hepatitis D virus

Vir Biotechnology

VIR-2482

Influenza A

EVO101

Atopic dermatitis

phase 1/2 continued

Greater Paris University Hospitals
T-knife Therapeutics
phase 2

phase 2a
Evommune

see Study Lead Opportunities on page 9
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Study Lead Opportunities continued from page 8
Company name

Drug name

Indication

Cyclo Therapeutics

Trappsol Cyclo

Early Alzheimer’s disease

Enanta Pharmaceuticals

EDP-938

RSV infection in high-risk adults

Acticor Biotech

Glenzocimab

Acute ischemic stroke

Monopar Therapeutics

Validive

Prevention of severe oral mucositis in patients undergoing chemoradiotherapy for oropharyngeal cancer

BIIB122 (DNL151)

Parkinson’s disease with LRRK2 genetic mutations

aTyr Pharma

Efzofitimod

Pulmonary sarcoidosis

POP Biotechnologies

EuCorVac-19 vaccine

COVID-19

ViewRay

LAP-ABLATE

Pancreatic cancer

REVA Medical

MOTIV sirolimus-eluting bioresorbable vascular
scaffold

Chronic limb-threatening ischemia

Neurophth Therapeutics

NR082

Leber hereditary optic neuropathy

Abivax

Obefazimod

Moderate-to-severe ulcerative colitis

Genelux

Olvimulogene nanivacirepvec (Olvi-Vec)

Platinum-resistant/refractory ovarian cancer

Iterum Therapeutics

Oral sulopenem

Adult women with uncomplicated urinary tract
infections

IBSA Group

Progesterone-IBSA

Infertility

United Therapeutics

Tyvaso (treprostinil) inhalation

Idiopathic pulmonary fibrosis

Oncternal Therapeutics

Zilovertamab

Relapsed/refractory mantle cell lymphoma

phase 2b

phase 2/3

phase 3
Biogen
Denali Therapeutics

Granata Bio
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FDA Actions

The following is a sampling of FDA regulatory actions taken during the previous month, compiled from CenterWatch and third-party sources,
including the FDA and company press releases. For more information on FDA approvals, visit centerwatch.com/fda-approved-drugs.
Company name

Drug name

Indication

FDA action

AIM ImmunoTech
Alterity Therapeutics
Annovis Bio
Artiva Biotherapeutics
Azura Ophthalmics
Biomea Fusion
CatalYm

Ampligen
ATH434
Buntanetap
AB-201
AZR-MD-001
BMF-219
Visugromab with an anti-PD1
antibody
CMTX-101
DB-OTO

Post-COVID conditions
Multiple system atrophy
Moderate Alzheimer's disease
HER2-expressing cancer
Meibomian gland dysfunction
KRAS solid tumors
Advanced solid tumors that are relapsed/
refractory to prior anti-PD1/PD-L1 treatment
Community-acquired bacterial pneumonia
Profound congenital hearing loss due to an
otoferlin deficiency
Head and neck cancer

IND approved
IND approved
IND approved
IND approved
IND approved
IND approved
IND approved

Erectile dysfunction in men undergoing
radiation treatment for prostate cancer
Advanced solid tumors with RAS mutations
Solid tumors and hematological malignancies
Autoimmune hepatitis
Systemic lupus erythematosus-associated
thrombotic microangiopathy
Relapsed/refractory metastatic or locally
advanced melanoma, non-small cell lung
cancer and colorectal cancer
Active psoriatic arthritis

IND approved

Moderate-to-severe diarrhea from bacterial,
viral and parasitic infections, including Vibrio
cholerae
Solid tumors
Small cell lung cancer and other
neuroendocrine cancers
Advanced solid tumors in patients with
SMARCA4 mutations
Ulcerative colitis
TEM8-positive and SVV-001-permissive
patients with endocrine tumors or
neuroendocrine carcinomas
Hemophilia A with refractory inhibitors
IgA nephropathy
Mesothelin-expressing ovarian cancer,
cholangiocarcinoma and mesothelioma
Primary ovarian insufficiency
Anorexia nervosa
Chemotherapy-induced diarrhea
BRAF-V600 mutant solid tumors

IND approved

Clarametyx Biosciences
Decibel Therapeutics
Galectin Therapeutics
Humanetics

Belapectin in combination
with a checkpoint inhibitor
BIO 300

Immuneering
Immunitas Therapeutics
Kezar Life Sciences
Kira Pharmaceuticals

IMM-1-104
IMT-009
Zetomipzomib
KP104

Lyell Immunopharma

LYL845

MoonLake
Immunotherapeutics
Napo Pharmaceuticals

Sonelokimab

NKGen Biotech
Phanes Therapeutics

SNK02
PT217

Prelude Therapeutics

PRT3789

Prometheus Biosciences
Seneca Therapeutics

PRA052
SVV-001

TeraImmune
Transcenta
Verismo Therapeutics

TI-168
TST004
SynKIR-110

Vitti Labs
Xpira Pharmaceuticals
Zhiyi Biotechnology
C4 Therapeutics

EV-Pure
Psilocybin
SK10
CFT1946

NP-300

IND approved
IND approved
IND approved

IND approved
IND approved
IND approved
IND approved
IND approved

IND approved

IND approved
IND approved
IND approved
IND approved
IND approved

IND approved
IND approved
IND approved
IND approved
IND approved
IND approved
Study May Proceed letter
see FDA Actions on page 11
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FDA Actions continued from page 10
Company name

Drug name

Indication

FDA action

Moderna Therapeutics

BA.4/BA.5 Omicron-targeting
bivalent COVID-19 booster
vaccine (mRNA-1273.222)
Novavax COVID-19 Vaccine,
Adjuvanted (NVX-CoV2373)

COVID-19

Omicron BA.4/BA.5-adapted
bivalent COVID-19 vaccine
booster
Oxlumo (lumasiran)

COVID-19

Emergency Use Authorization
granted for children age six
through 17 years
Emergency Use Authorization
granted for use as a booster in
adults
Emergency Use Authorization
granted for children age five
through 11 years
Approved for expanded patient
population

Novavax

Pfizer
BioNTech
Alnylam Pharmaceuticals

GlaxoSmithKline
Biocodex

Amylyx Pharmaceuticals

Edwards Lifesciences
Eli Lilly

Boostrix (whooping cough
vaccine)
Diacomit (stiripentol)

Relyvrio (sodium
phenylbutyrate and
taurursodiol)
PASCAL Precision transcatheter
valve repair system
Retevmo (selpercatinib)

Fennec Pharmaceuticals

Pedmark (sodium thiosulfate
injection)

Harrow

Iheezo (chloroprocaine
hydrochloride ophthalmic
gel) 3%
Aponvie (aprepitant)
Kyzatrex (testosterone
undecanoate)
Dupixent (dupilumab) injection

Sintetica
Heron Therapeutics
Marius Pharmaceuticals
Regeneron
Sanofi
Santen
UBE
scPharmaceuticals
Taiho Pharmaceutical

Bluebird Bio

www.centerwatch.com

Omlonti (omidenepag
isopropyl ophthalmic solution)
0.002% eye drops
Furoscix (furosemide injection)
Lytgobi (futibatinib)

Skysona (elivaldogene
autotemcel)

COVID-19

Primary hyperoxaluria type 1 in pediatric and
adult patients with severe renal impairment,
including those on hemodialysis
Prevention of whooping cough in newborns
under the age of two months
Seizures associated with Dravet syndrome in
patients six months and older, weighing 15
lbs. or more and taking clobazam
Amyotrophic lateral sclerosis

Approved for expanded age
indication
Approved for expanded age
indication
Approved

Degenerative mitral regurgitation

Approved

Advanced or metastatic solid tumors with an
RET gene fusion regardless of type
Hearing loss associated with cisplatin in
pediatric patients one month of age and older
with localized, nonmetastatic solid tumors
Ocular surface anesthesia

Approved

Postoperative nausea and vomiting in adults
Hypogonadism in adult men

Approved
Approved

Adults with prurigo nodularis

Approved

Reduction of elevated intraocular pressure in
patients with primary open-angle glaucoma
or ocular hypertension
Congestion in chronic heart failure
Previously treated, unresectable, locally
advanced or metastatic intrahepatic
cholangiocarcinoma
Early, active cerebral adrenoleukodystrophy
in boys ages four to 17

Approved

Approved

Approved

Approved
Approved

Accelerated approval granted
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