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Acute respiratory distress syndrome
New type of cell therapy shows promise for ARDS patients: Study (Hindustan Times:
20240208)

https://www.hindustantimes.com/lifestyle/health/new-type-of-cell-therapy-shows-promise-
for-ards-patients-study-101707311971423.html

The study shows that a new type of cell therapy can help in improve patients with acute
respiratory distress syndrome (ARDS) caused by severe COVID-19.

A study suggested that a new type of cell therapy may improve the prognosis of patients
critically unwell with acute respiratory distress syndrome (ARDS) caused by severe COVID-
19.

Professor Justin Stebbing of Anglia Ruskin University (ARU) is a joint senior author of a new
study published in the journal Nature Communications that looks into the usage of agenT-797,
MiINK Therapeutic's allogeneic, unmodified invariant natural killer T (iNKT) cell therapy.
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The INKT cell therapy has the effect of rescuing depleted T cells and inducing an anti-
inflammatory cytokine response, perhaps activating antiviral immunity to assist these patients
fight infection while also reducing severe, pathogenic inflammation of the lung.

The new research was carried out at three medical centres and found that agenT-797, which is
also under investigation in cancer trials, could be manufactured rapidly, had a tolerable safety
profile and appeared to have a positive effect on mortality among critically unwell COVID-19
ARDS patients receiving intensive care.

The exploratory trial included 20 mechanically ventilated patients with severe ARDS
secondary to Covid-19. Of the 20 patients in the trial, 14 survived (70 per cent) at 30 days
(compared to a control group of 10 per cent), and there was an 80 per cent lower occurrence of
bacterial pneumonia amongst those who received the highest dosage of agenT-797, compared
to those who received fewer cells.

Twenty-one patients were treated overall (the main trial, plus one under compassionate use),
which included five who were also receiving veno-venous extracorporeal membrane
oxygenation (VV-ECMO), known as 'the most aggressive salvage therapy' for critically ill
patients with ARDS. In VV-ECMO, deoxygenated blood is pumped through a membrane lung
and returned to the body via a cannula.

This trial is believed to be the first immune cell therapy of any type to be used in critically
unwell patients undergoing VV-ECMO. Survival of the VV-ECMO cohort was 80 per cent
after 30 and 90 days, and 60 per cent after 120 days. This compares favourably to the overall
survival of 51 per cent for patients with Covid-19 who were treated with just VV-ECMO at the
same institution, during the same timeframe.

Joint senior author Justin Stebbing, Professor of Biomedical Sciences at Anglia Ruskin
University (ARU) in Cambridge, England, said, "During this small, exploratory study we
observed that MiNK's iNKT cell treatment, which is also being advanced for people with
cancer, triggered an anti-inflammatory response in ARDS patients.
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"Despite a poor prognosis, critically ill patients treated with this therapy showed favourable
mortality rates and those treated at the highest dose also had reduced rates of pneumonia,
underscoring the potential application of INKT cells, and agenT-797 in particular, in treating
viral diseases and infections more broadly.

"AgenT-797 was manufactured rapidly and as opposed to using patients' cells, it is 'off-the-
shelf' and made from healthy donors' cells. The potential of this therapy to be used across a
number of severe infections warrants randomised controlled trials."

Dr Marc van Dijk, Chief Scientific Officer at MiNK and co-author of the study said, "These
published findings reinforce the unique power and potential of iINKT cells to mitigate severe
acute respiratory distress.

“The data demonstrate agenT-797's encouraging survival benefit, ability to help clear
secondary infections, and tolerable administration in ventilated patients and those on VV-
ECMO support.”

Cancer
As cancer treatment advances, patients and doctors push back against drugs' harsh side
effects (Hindustan Times: 20240208)

https://www.hindustantimes.com/lifestyle/health/as-cancer-treatment-advances-patients-and-
doctors-push-back-against-drugs-harsh-side-effects-101707295033474.html

Through Project Optimus, the US Food and Drug Administration is encouraging drug
developers to conduct more head-to-head dosing comparisons.

For cancer patients, the harsh side effects of powerful drugs have long been the trade-off for
living longer. Now, patients and doctors are questioning whether all that suffering is necessary.
They’ve ignited a movement to radically change how new cancer drugs are tested, with the US
Food and Drug Administration urging drug makers to do a better job at finding the lowest
effective dose, even if it takes more time.

Advances in treatment mean millions of people are surviving for years with incurable cancers.
Jill Feldman, 54, of Deerfield, Illinois, has lived 15 years with lung cancer, thanks to that
progress. Her parents both died of lung cancer months after their diagnoses.
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But her cancer drug causes joint pain, fatigue and mouth sores that make eating and drinking
painful.

“If you drink something that’s too hot, you really burn your mouth. That’s how my mouth feels
24/7,” Feldman said.
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She has lowered the dose with her doctor’s blessing but she wants drug makers to study lower
doses early in the research process.

“No one should have to endure avoidable harmful effects of treatment,” she said.

Unlike in other diseases, cancer drug development has focused on finding what’s called the
“maximum tolerated dose.”

To speed testing of chemotherapy drugs, researchers ramp up the dosage in a few people in
early studies to determine the highest possible dose patients can tolerate. That “more is better”
philosophy works for chemotherapy, but not necessarily for newer cancer drugs — like the one
Feldman takes — which are more targeted and work differently.

Chemotherapy is like a battering ram where aggressive strikes are a good strategy. But newer
cancer drugs are more like having a front door key. They target a mutation that drives cancer
cell growth, for example, or rev up the body’s immune system to join the fight.

“You might only need a low dose to turn off that cancer driver,” said Dr Lillian Siu, who leads
cancer drug development at the Princess Margaret Cancer Center in Toronto. “If you can get
the same bang for your buck, why go higher?”

Through a program called Project Optimus, the FDA is pushing drug makers to include more
patients in early dose-finding trials to get better data on when lower doses can work. A key
motivation for the project was "the growing calls from patients and advocates that cancer drugs
be more tolerable,” said FDA spokesperson Chanapa Tantibanchachai in an email.

Many of the new cancers drugs were developed using the old strategy. That leads to problems
when patients skip doses or stop taking the drugs because of side effects. Some dose
recommendations have been officially lowered after the drugs were approved. Other dose-
lowering happens one patient at a time. Nearly half of patients in late-stage trials of 28 targeted
therapy drugs needed to have their doses lowered, according to one study.

“We were pushing the dose as high as we could go,” said Dr Patricia LoRusso, who leads drug
discovery at Yale Cancer Center. “You get side effects and then you have to stop the drug to
recover from the side effects and the tumor can grow.”

There's also huge patient-to-patient variation. The amount of a pill that reaches the bloodstream
can vary because of liver and kidney function and other differences. But that means lowering
the dose for everyone risks underdosing some patients, LoRusso said.

“The challenge is: Where is the sweet spot?” LoRusso said.

Dr Julie Gralow, chief medical officer of the American Society of Clinical Oncology, is
planning a 500-patient study to test lower doses of two drugs for breast cancer that has spread.

The study will compare two strategies: Starting treatment at the full dose then lowering the
dose for side effects versus starting with a lower dose and increasing dosage if the patient does
well.



Much of the questioning of high doses has come from metastatic breast cancer patients,
including the Patient Centered Dosing Initiative, which has done influential surveys of patients
and cancer doctors.

“We will be on treatment for the rest of our lives,” said Lesley Kailani Glenn, 58, of Central
Point, Oregon. “We want to try to live the best that we can, knowing that treatment is never-
ever going to stop.”

During the 11 years she's lived with the disease, she has summited Mount Whitney in
California, hiked the Cinque Terra in Italy and started a non-profit.

When Glenn learned how cancer drug research favours high doses, she started working with
her doctor. She has taken drugs at lower doses and even lower when she can’t live with the side
effects. Diarrhea is her deal-breaker: She wants to be able to walk her dog or shop for groceries
without worrying about a bathroom emergency.

“The last thing we want to do is have our quality of life stolen from us,” Glenn said.

Through Project Optimus, the FDA is encouraging drug developers to conduct more head-to-
head dosing comparisons. That could slow down the process, said Dr Alice Shaw, who leads
early cancer drug development at Novartis.

“That will require more patients and then, as you can imagine, also will require more time to
identify, enrol and treat those patients,” said Shaw said. Adding six months to a year to the
process, Shaw said, needs to be balanced against the urgent need for new cancer drugs.

But getting the dose right early will in the long run lead to more effective drugs, said Dr
Timothy Yap, a drug developer at MD Anderson Cancer Center in Houston. “If the patients
are not taking the drug, then it’s not going to work.”

National Mental Health Survey
Second phase of National Mental Health Survey to begin in a month (The Hindu:
20240208)

https://www.thehindu.com/news/cities/bangalore/second-phase-of-national-mental-health-
survey-to-beqgin-in-a-month/article67822089.ece

NMHS-2 would also enquire into emerging issues such as impact of COVID-19. It is being
planned across all 28 States and 8 Union Territories in the country

The second phase of the National Mental Health Survey (NMHS-2) that will be planned and
conducted by NIMHANS is all set to begin in a month. Preparations for NMHS-2 are
underway, with goals to gather essential data for policy and programmes, address emerging
mental health concerns, and establish comprehensive mechanisms to tackle mental health
issues nationwide.
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In 2014, concerned over the growing problem of mental health in India, the Union Ministry of
Health and Family Welfare entrusted NIMHANS to study the mental health status in the
country. Following that, the first National Mental Health Survey was undertaken during 2015-
2016 in 12 States, covering nearly two-thirds of the population of the country. Karnataka was
not part of the first survey, which indicated that around 150 million individuals had mental
ilinesses that required treatment in India. Conducted on a nationally representative sample of
34,802 individuals, the survey used a structured diagnostic instrument which is equivalent to
clinical assessment.

Smoking
Switching to smokeless alternatives can result in 70% reduction in related cancer deaths:
Experts (New Kerala: 20240208)

https://www.newkerala.com/news/2024/8162.htm

Switching to smokeless alternatives like nicotine replacement therapy can result in a 70 per
cent reduction in related cancer deaths, experts said on Wednesday.

Tobacco is a significant contributor to the growing burden of non-communicable diseases
(NCDs).

As per recent data, an alarming 1.4 million cancer cases were recorded in 2022, marking India
as a hotspot for this life-threatening disease.

Professor R Zimlichman from Tel Aviv University said implementing harm reduction policies,
by drawing inspiration from global success stories, countries like Sweden, Japan, and the UK,
can result in a notable decline in smoking rates and associated cancer cases.

“While quitting smoking is the ideal scenario to prevent cancer, the reality is that millions
struggle to quit. Harm reduction provides a pragmatic and potentially life-saving alternative,”
Zimlichman said.

One in nine Indians will develop cancer in their lifetime, with tobacco being the leading culprit.

Yet, India ranks second in Asia for cancer burden despite adhering to WHO tobacco control
policies. The answer lies in finding alternatives, not just outright bans.

Sweden's smoking rate plummeted from 15 per cent to a remarkable 5.6 per cent over 15 years,
marking it on the verge of being 'smoke-free' and boasting a 41 per cent lower cancer incidence
compared to the EU.
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In Japan, the smoking rate witnessed a sharp decrease between 2016 and 2019, with almost
three in 10 Japanese smokers quitting cigarettes. Following these success stories, Norway
recently announced plans to legalise nicotine-containing alternatives in 2024.

Nicotine Replacement Therapy (NRT) includes nicotine patch, inhalers, chewing gum,
dissolvable tablets that release nicotine and nasal spray.

“Success stories, such as Norway's recent decision to legalise nicotine-containing alternatives,
underline the importance of harm reduction in averting the impact of tobacco on cancer," said
Dr Chandrakant S Pandav, Padma Shri Awardee, Global Public Health Expert, lodine Man of
India.

Acknowledging the critical role harm reduction plays in steering away from the grip of cancer
is paramount, he noted.

With millions facing the grip of tobacco addiction, harm reduction presents a pragmatic path
forward. It empowers individuals with safer choices, paving the way for a healthier future.

Zika infection
Prior Zika infection may spike risk of severe dengue: Study (New Kerala: 20240208)

https://www.newkerala.com/news/2024/8139.htm

People who have had zika run a higher risk of subsequently having severe dengue and being
hospitalised, a new study has showed.

The analysis by a team of Brazilian researchers showed that patients with a history of zika
infection had a 2.34 times higher risk of developing severe dengue.

They also had a 3.39 times higher risk of hospitalisation compared to the controls (subjects
with no dengue and no zika history). Relatively advanced age (over 59) was also a higher risk
factor for severe forms of dengue and hospitalisation, revealed the study published in the
journal PLOS Neglected Tropical Diseases.

"Our findings confirmed the results of a previous study involving children who had zika in
Nicaragua. Later, when they had dengue, the risk of severity increased. We showed the same
thing [risk of severe dengue increased by prior zika or dengue] for adults in Brazil," Cassia
Fernanda Estofolete, an infectious disease specialist at the Sao Jose do Rio Preto Medical
School (FAMERP) told Agencia FAPESP.

"We also showed that ADE [antibody-dependent enhancement, in which, instead of providing
protection, antibodies enhance viral entry into host cells and can exacerbate the disease] is non-
classical,"Estofolete said.
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According to the scientific literature, a second infection by any of the four known dengue
serotypes is known to be typically more severe than the first, but until now no correlation
between this fact and the occurrence of other diseases had been investigated.

The mechanism that exacerbates dengue infection following a case of zika differs from that of
two consecutive infections by the dengue virus, explained the team.

The viral load is higher in the second dengue episode, with high levels of inflammatory
cytokines not seen in zika.

Detection of other markers suggested that the increase in severity may be due to activation of
T cells, key parts of the immune system that help produce antibodies, in a pathogenic immune
response that has been termed the "original antigenic sin".

The process involves so-called T-cell memory, a response in which T cells produced during a
previous infection stimulate the production of more T cells to combat a new infection. Because
these new cells are not specific to the virus, they trigger an excessive release of inflammatory
cytokines, which attack the organism’s proteins and tissues, potentially leading to hemorrhage.

The researchers from the Sao Paulo Research Foundation (FAPESP) analysed samples from
1,043 laboratory-confirmed dengue patients, identifying those with prior zika and dengue
infections.

Estofolete noted that the findings raises questions about the type of zika vaccine that should be
used and the optimal timing: should it be administered with a dengue vaccine in order to avoid
this problem of one following the other, for example?

Dengue and zika are both flaviviruses, transmitted by the same mosquito (Aedes aegypti), and
have similar symptoms, often making diagnosis difficult. Dengue is more serious because in
addition to fever, headache, muscle and joint pain, rash and nausea, it can cause bleeding and
even death.

The symptoms of zika are milder, but the virus can cause severe problems in pregnant women
and in babies, such as microcephaly and possibly Guillain-Barre syndrome, a neurological
disorder that leads to paralysis.

"The goal is not just to answer questions about severity, but also to know whether the
mechanism we detected is the same for all dengue serotypes because this influences other
factors and mechanisms. We don’t have a great deal of accumulated knowledge about zika
vaccines," Estofolete said.



Bone diseases
Researchers give more insight into bone diseases (New Kerala: 20240208)

https://www.newkerala.com/news/2024/8071.htm

Diseases affecting the bones and joints are becoming more widespread in today's elderly
populations. For example, in Japan alone, approximately 12 million people suffer from
osteoporosis, a disorder that significantly weakens and fragilizes bones. Understanding the
biological processes involved in the maintenance of bone and joint tissue is an important first
step toward developing effective therapies for these illnesses.

Osteoclasts are a type of cell that plays a crucial role in bone maintenance. These cells absorb
and breakdown old or broken bone, letting the body to reuse key elements such as calcium and
creating space for new bones. As one may assume, many bone diseases develop when
osteoclasts do not perform their functions adequately. Scientists are exploring the processes
that control the proliferation and differentiation of precursor cells into osteoclasts.

Interestingly, in a study published in 2020, researchers from Tokyo University of Science
(TUS) led by Professor Tadayoshi Hayata revealed that the cytoplasmic polyadenylation
element-binding protein 4 (Cpeb4) protein is essential in osteoclast differentiation. They also
discovered that this protein, which regulates the stability and translation of messenger RNA
(mRNA) molecules, transported into specific structures within the nucleus of the cell when
osteoclast differentiation was induced. However, just how this relocation occurs and what
Cpeb4 exactly does within these nuclear structures still remains a mystery.

Now, in a recent study published in the Journal of Cellular Physiology on 29 January 2024,
Prof. Hayata and Mr. Yasuhiro Arasaki from TUS tackled these knowledge gaps. Motivated
by the intricate and complex process of osteoclast differentiation, they sought to more
thoroughly understand how the "life cycle” of mMRNA, i.e., mMRNA metabolism, is involved.

First, the researchers introduced strategic modifications into Cpeb4 proteins and performed a
series of experiments in cell cultures. They found that the localization of Cpbe4 in the
abovementioned nuclear bodies occurred owing to its ability to bind to RNA molecules.
Afterwards, seeking to understand the role of Cpeb4 in the nucleus, the researchers
demonstrated that Cpeb4 co-localized with certain mMRNA splicing factors. These proteins are
involved in the process of MRNA splicing, which is a key step in mMRNA metabolism. Put
simply, it enables a cell to produce diverse mature mMRNA molecules (and eventually proteins)
from a single gene.

Through RNA sequencing and gene analysis in Cpeb4-depleted cells, they found that Cpeb4
alters the expression of multiple genes associated with splicing events in freshly differentiated
osteoclasts. Finally, through further experiments, the researchers revealed that Cpeb4 only
altered the splicing patterns of 1d2 mRNA, an important protein known to regulate osteoclast
differentiation and development.
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Dementia
Some dementia cases may be caused by liver disease,study finds (Medical News Today:
20240208)

https://www.medicalnewstoday.com/articles/some-dementia-cases-caused-by-liver-disease

A new study reports some dementia cases could be a complication of liver disease that’s
treatable and potentially reversible.

There is currently no cure for cirrhosis of the liver and the disease can increase the risk for
complications.

A new study reports around 10% of older U.S. veterans diagnosed with dementia have
misdiagnosed hepatic encephalopathy, a complication of liver disease.

Cognitive decline due to hepatic encephalopathy is treatable and potentially reversible.
Scientists believe their findings highlight the importance of screening patients with cognitive
impairment for liver disease.

As of 2017, about 112 million peopleTrusted Source around the world have the progressive
liver disease cirrhosis.

Researchers estimate that liver diseases including cirrhosis account for 4% of all deaths
globally.

There is currently no cure for cirrhosis. As the disease progresses, it can increase a person’s
risk for certain complications including:

blood clotting issues

ascites — build-up of fluid in the abdomen

edema — swelling in the legs

high blood pressure in veins that carry blood to and from the liver

hepatic encephalopathy — a build-up of toxins in the brain that can cause a decline in brain
function

Now researchers from Virginia Commonwealth University report that as many as 10% of older
U.S. veterans diagnosed with dementia instead have misdiagnosed hepatic encephalopathy,
which is treatable and potentially reversible.

Scientists believe their findings — recently published in the journal JAMA Network
OpenTrusted Source — highlight the importance of screening patients with cognitive
impairment for liver disease.

How liver disease impacts cognitive function

According to Dr. Jasmohan S. Bajaj, professor in the Division of Gastroenterology,
Hepatology, and Nutrition in the Department of Medicine at Virginia Commonwealth
University and Richmond VA Medical Center, and lead author of this study, people with
cirrhosis often have a condition called hepatic encephalopathy which can impact almost 60%
of those tested.

“This can cause subclinical and overt symptoms such as mental slowing, tremors, confusion,
and even coma,” Dr. Bajaj explained to Medical News Today. “This is partly because of the
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liver’s inability to clear the gut-derived toxins and also through inflammation that ultimately
results in brain dysfunction.”

Dr. Bajaj said they decided to focus specifically on the veteran population because there can
be confusion between hepatic encephalopathy, dementia, or both in this population.

“To support this hypothesis, we have several lines of evidence that prompted this study,” Dr.
Bajaj continued.

“One, older patients with already diagnosed cirrhosis are more likely to develop a ‘dementia-
like’ state. Two, brain dysfunction due to dementia and that related to cirrhosis often overlap
and synergize to worsen (the) quality of life in affected patients. Three, gut-brain axis changes
in people over 65 years old point towards a role of microbial changes regardless of cirrhosis.
And four, we have found that a couple of patients that were deemed to be dementia actually
had hepatic encephalopathy. Treatment of hepatic encephalopathy improved their mental
function.”

— Dr. Jasmohan S. Bajaj, lead study author

10% of veterans with dementia may have cirrhosis
For this study, Dr. Bajaj and his team analyzed medical records data of more than 177,000 U.S.
veterans diagnosed with dementia but not cirrhosis between 2009 and 2019.

Researchers focused on the Fibrosis-4 (FIB-4)Trusted Source score of the study participants.
FIB-4 is a tool used by doctors to assess a person’s liver disease risk using a person’s age and
three specific biomarkers:

aspartate aminotransferase (AST)

alanine aminotransferas (ALT)Trusted Source

plateletTrusted Source count

Depending on a person’s score they may be considered at a low, intermediate, or high risk for
advanced liver fibrosis, which can lead to cirrhosis.

Researchers found that 10.3% of the veterans with dementia had high FIB-4 scores, meaning
they were very likely to have cirrhosis.

“This unexpected link between dementia and liver health emphasizes the importance of
screening patients for potentially treatable contributors to cognitive decline,” Dr. Bajaj says.

Screening for liver disease in older adults
Dr. Bajaj said these findings highlight the importance of screening people for reversible
cognitive decline caused by cirrhosis.

“If 10% have cirrhosis and even 50% of those have a component of treatable hepatic
encephalopathy, this is still a large group of patients that could gain some of their mental
acuities with easy therapy,” Dr. Bajaj explained.

“In addition, patients with cirrhosis are also at higher risk for other complications such as liver
cancer, which can be screened for and treated but only if cirrhosis is suspected,” he continued.



The study also reported on a disparity in the amount of potentially undiagnosed cirrhosis in
veterans with dementia living in urban areas, who were of Hispanic descent, and who were not
white.

“This underlines another focus of where we should all be doing better to improve disparities
and also educate patients, family members, and clinicians about the risk of cirrhosis and
dementia sooner,” Dr. Bajaj said.

“We plan to try and replicate this in a non-veteran population as well as determining biomarkers
for diagnosis of whether the subject with mental dysfunction has dementia, cirrhosis-related
problems, or both,” he added.

Treating cognitive decline caused by liver disease

After reviewing this study, Dr. David Frank, a neurologist at Hackensack Meridian
Neuroscience Institute at Jersey Shore University Medical Center in New Jersey, told MNT
that this study brings to attention a potentially clinically useful screening tool for a subset of
these patients.

“Although we are beginning to see more useful medications for the treatment of Alzheimer’s
dementia, the primary focus in initial evaluation remains the identification of potentially
reversible/treatable underlying causes, and an algorithm that may identify more of such patients
is certainly welcome,” Dr. Frank said.

MNT also spoke with Dr. Anurag Maheshwari, gastroenterologist and hepatologist at The
Center for Liver and Hepatobiliary Diseases, part of The Melissa L. Posner Institute for
Digestive Health & Liver Disease, at Mercy Medical Center in Baltimore, MD, about this
study.

Dr. Maheshwari commented that the study highlights an important concept, which is that
providers who are diagnosing patients with dementia need to be aware that hepatic
encephalopathy can mimic dementia.

“It’s a matter of having better tools and awareness and education ... to alert providers about
the fact that if patients look like they’re having possible dementia, it may not be dementia —
it may be hepatic encephalopathy and that’s something you have to be on the lookout for. The
main purpose of the study is to provide better provider education amongst the folks who treat
patients with neurocognitive decline but are not dealing with liver disease on a daily basis.”

— Dr. Anurag Maheshwari, gastroenterologist and hepatologist



