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Conceptual editorial illustration for this edition of The Arising.

Where does someone with dementia go after a hospital stay? That question opens today’s
issue. The biggest study follows more than a million people, yet it can’t tell us which options
any one family was offered. Later, a trial of just fourteen people tells us something a large
average might conceal: an attempt to prevent one serious side effect can introduce another.

These ten articles ask what the researchers measured, what it meant for the people involved,
and which questions still need a better test.
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Investigation 01

The dementia-care gap begins before the
nursing-home door

New Alzheimer therapies deserve headlines. But the next chapter of dementia care may
depend just as much on something that happens in a discharge-planning office. A study of
1,428,849 Medicare beneficiaries diagnosed with dementia found that
122,654—8.58%—became long-term nursing-home residents within six months of hospital
discharge. Of the entire cohort, 19,313 (1.35%) entered a facility reporting an Alzheimer
special care unit. The researchers could not tell who actually stayed in the unit. The finding
describes a system in which specialized care is a relatively uncommon destination even when
the need for longer-term support becomes clear.

The November 2 JAMA Network Open analysis used Medicare claims from 2018-2019, not
prospective randomization. In the initial analysis, Black and Hispanic patients were less likely
than White patients to enter facilities containing an Alzheimer special care unit: relative risks
0.69 (95% CI 0.65-0.73) and 0.48 (0.44-0.53). Adjusting for the hospital treating the patient
attenuated much of the difference. That points attention toward the hospital and local referral
network, although geographic access, preferences, insurance and unmeasured illness severity
complicate causal interpretation.

Quality in dementia care includes what happens after acute treatment. A practical discharge
checklist might assess cognition, mobility, caregiver capacity, delirium recovery, affordability,
family preferences and availability of specialized support. The study does not demonstrate
that an Alzheimer unit itself improves outcomes, nor that referral policies alone will remove
the disparities. It identifies a measurable problem and an implementation question worth
testing.

Read the primary study - 10.1001/jamanetworkopen.2026.43623

Investigation 02

The quieter app may be the better care model

Not every successful digital-health product needs to be more elaborate than the last. The
THRIVE trial studied an application for women taking adjuvant endocrine therapy after early
breast cancer: an app alone, the app with tailored feedback, or enhanced usual care. The
newly published economic analysis asks a practical question: if a modest digital intervention
helps manage follow-up, do the benefits justify what patients and clinicians spend on it?

Of 304 randomized participants, 214 had complete economic data. Mean one-year societal
costs were $11,596 in enhanced usual care, $6,682 with the app alone, and $11,408 with
app-plus-feedback. Estimated quality-adjusted life-years were similar at roughly 0.78-0.79.
But the app-only cost difference had a wide 95% confidence interval, approximately —$12,864
to +$3,036, so this is not a definitive cost-saving claim. Sensitivity modeling assigned the
app-only strategy a 68%-78% probability of cost-effectiveness across stated thresholds.
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The crucial context comes from the original randomized clinical-outcomes report: the
intervention did not significantly improve endocrine-therapy adherence, even though some
healthcare utilization measures moved. This economic analysis reuses that same trial
population, so it must not be counted as independent clinical replication.

Read the primary study - 10.1001/jamanetworkopen.2026.41402

Investigation 03

Two blood proteins illuminate a neglected
lung-cancer question

One of the hardest problems in cancer prevention is knowing whom to screen when the usual
risk factors are absent. For people who have never smoked, standard smoking-history-driven
lung screening is often irrelevant. Researchers analyzed 2,821 circulating proteins in
prediagnostic blood from 180 lung-cancer cases and 180 matched controls across four
cohorts, then examined candidate associations in the UK Biobank.

Two markers stood out: CEACAMS and CEACAMBG. In the discovery analysis, the odds ratios
per standard-deviation increase were 1.65 (95% CI 1.31-2.09) and 1.72 (1.33-2.22).
Associations were reproduced in an independent cohort, with hazard ratios of 1.92 and 1.86
across the replication population. Some markers associated with smoking-related lung cancer
performed differently among those who had never smoked. This is evidence that the biological
signature of risk may vary meaningfully across populations.

That is not yet evidence that measuring either protein should trigger CT scanning. A useful
screen must estimate absolute risk, have acceptable calibration and specificity, change an
actionable decision, and ultimately improve important outcomes while avoiding excess
overdiagnosis and unnecessary investigations. The discovery population was small, heavily
Asian in composition, and the replication set had a different smoking-status mix.

Read the primary study - 10.1001/jamanetworkopen.2026.41494

Investigation 04

A promising breast-cancer regimen improves
response before survival is settled

Neoadjuvant treatment creates an unusually clear window into tumor biology: a therapy can
be given before surgery and the removed tissue can reveal whether cancer remains. In the
METIS phase II study, 156 patients with stage II-III HER2-positive breast cancer received
either a pegylated liposomal doxorubicin-based regimen concurrently with
trastuzumab/pertuzumab or a more conventional sequential anthracycline-containing
regimen.

Pathological complete response occurred in 67.5% versus 48.7%, an absolute difference of
18.8 percentage points (95% CI 3.6-34.0). This is a meaningful signal. Yet after median
follow-up of 37.5 months, the event-free survival hazard ratio was 0.35 with a wide confidence
interval (0.09-1.32) and P=0.105; three versus eight events do not establish longer event-free
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survival. No symptomatic cardiac dysfunction was reported, but a 156-person study cannot
settle uncommon late toxicities.

The clinical implication is narrower than the eye-catching response rate. This regimen merits
serious phase III evaluation with cardiac monitoring, late safety and long-term disease
outcomes. A pathological complete response is a useful intermediate endpoint, but it is not
interchangeable with survival, quality of life or freedom from treatment burden.

The larger Arising connection is methodological: dramatic tumor-response images are
scientifically exciting; patients ultimately need treatments that improve how long and how
well they live. The clinical deep dive should follow the trial registration NCT04172259 and
subsequent randomized comparisons without announcing a practice change prematurely.

Read the primary study - 10.1038/s41392-026-02834-x

Investigation 05

Trying to prevent immunotherapy toxicity uncovers a
different toxicity

Checkpoint-blockade combinations can produce durable tumor responses in advanced
melanoma, but serious immune-related adverse events limit their use. Researchers tested a
counterintuitive strategy: transiently remove B cells with rituximab while administering
nivolumab and ipilimumab, hoping to reduce autoimmune toxicity without undermining
anti-cancer immunity.

Only 14 patients were randomized, seven per arm. Reported severe immune-related adverse
events occurred in one of seven given rituximab plus checkpoint blockade versus four of seven
receiving checkpoint blockade alone—14% versus 57%. At the same time, grade 3 rituximab
hypersensitivity reactions occurred in three of seven treated patients, prompting trial closure.
The trial was not large enough to establish whether tumor outcomes or overall safety
genuinely improved.

That juxtaposition is precisely why overall treatment burden matters. Reducing one category
of complication while introducing a different serious hazard does not establish a net clinical
benefit. The accompanying cellular data implicated activated naive B cells and changes in the
inflammatory tumor microenvironment; those mechanistic observations suggest a research
direction, not a validated rescue strategy.

A future trial would need a safer method of modulating the implicated biology, prespecified
net-safety endpoints and rigorous assessment of tumor control. This is an instructive case for
the immune-system chapter: the emerging ability to manipulate one pathway can reveal how
interconnected immune functions really are.

Read the primary study - 10.1172/JC1205606
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Investigation 06

A compassionate message is meaningful—but this
trial found no added protection

Low-cost messages that express genuine care are attractive as a supplement to
suicide-prevention programs. The CARE study tested culturally adapted Caring Contacts
delivered as brief texts or greeting cards for American Indian and Alaska Native adults with
active suicidality. Participants were randomized across five communities to scheduled caring
messages plus optimized available support or optimized available support alone.

The study included 709 randomized adults, 352 allocated to Caring Contacts and 357 to
control. Both groups showed marked improvements from baseline in suicidal ideation and the
proportion reporting attempts, but the investigators found no statistically significant
between-group difference in suicidality outcomes over 12 months. Only 454 participants
(64%) supplied 12-month data, limiting confidence in comparisons.

The wrong conclusion would be that caring or community involvement is useless. The
comparison was against an active, supportive program rather than no treatment, and the trial
cannot isolate which components of compassionate engagement mattered. The right
conclusion is that this particular additional message schedule did not demonstrate benefit
beyond the available support under the tested conditions.

Read the primary study - 10.1001/jamanetworkopen.2026.39023

Investigation 07

An old diabetes drug finds a new molecular job in
pancreatic cancer

The molecular structure of an established medicine can hide abilities outside its original
clinical purpose. Investigators used structure-guided computational drug repurposing to
identify sitagliptin, a DPP-4 inhibitor normally used for diabetes, as a candidate modulator of
ribonucleotide reductase pathways implicated in resistance to gemcitabine. They pursued the
idea in cell lines, patient-derived organoids and animal models before treating patients.

The first human study, SITGEM-CARE (NCT05947825), enrolled only 22 evaluable patients
with locally advanced or metastatic pancreatic ductal adenocarcinoma. Eight had partial
responses (36.4%; 95% CI 17.2%-59.3%), and another 11 had stable disease. Reported
median progression-free survival was 6.6 months and median overall survival 12.5 months,
with follow-up still limited. There was no concurrent randomized control arm, so none of those
outcomes proves that sitagliptin improves on the chemotherapy backbone.

Al helped nominate a molecule and the biology provided a rationale. Neither computational
docking nor the early response rate establishes a new effective treatment. The most valuable
next experiment would randomize patients to gemcitabine/nab-paclitaxel with or without
sitagliptin, measure survival and tolerability, and prespecify target engagement and
resistance biomarkers.
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Read the primary study - 10.1038/s41392-026-02966-0

Investigation 08

Why an obesity trial with a missed weight-loss target
still teaches us about health

Weight-loss programs often make the scale their main instrument. The SLIM-TARGET study
deliberately compared different ambitions for weight reduction: at least 3% versus at least 7%
at twelve months, using a more intensive program with additional nutrition and exercise
support and some pharmacotherapy.

Among 294 randomized participants with obesity-related disorders, the intensive group lost
an average 2.5% of body weight versus 1.7% in standard care. The trial did not find a
significant advantage on its composite primary endpoint of weight loss plus improvement in at
least two obesity-related disorders. Yet remission of health disorders was reported in 16.9%
versus 6.2% (adjusted odds ratio 3.08, 95% CI 1.08-8.82), and the intensive group had a
greater reduction in visceral fat area. Those are secondary outcomes, susceptible to
multiplicity and chance.

The result illustrates why our metabolic-health dashboards should include blood pressure,

functional ability, sleep, metabolic parameters and patient goals alongside weight. Weight

change is an important intermediate measure; the disease and functional outcomes are the
real point of treatment.

Clinical practice should not infer a universal optimal percentage of weight loss from this
relatively modest between-arm separation, nor treat a secondary signal as proof that intensive
intervention is superior.

Read the primary study - 10.1507/endocrj.EJ26-0217

Investigation 09

A genetic variant is not a verdict: a better path
through uncertainty

One of precision medicine’s least glamorous but most consequential problems is the variant of
uncertain significance. A patient may receive a genetic result associated with a disease gene
without knowing whether the exact substitution changes how the protein works. Such
ambiguity can obstruct diagnosis, counseling and eligibility for emerging therapies.

Investigators developed EpiPred, a gene-specific machine-learning method for STXBP1
variants associated with developmental and epileptic encephalopathies. Rather than judging
every variant using a generic genome-wide score, the model was trained on curated
pathogenic and benign variants and its predictions were compared with biochemical assays of
protein abundance, solubility, stability and interaction with syntaxin 1. The paper reports
better performance than broad predictors and identifies candidate variants for re-evaluation.
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The transferable idea is not that an algorithm can replace molecular diagnosis. It is that
predictions should be tied to experimentally measured effects, curated clinical evidence and
the possibility of reclassification. Functional assay agreement does not automatically
demonstrate clinical penetrance or predict treatment benefit in an individual.

Read the primary study - 10.1172/JC1207160

Investigation 10

The Al can read uncertainty in a radiology report.
Can it tell us what that means?

Clinical reports contain more than findings. They communicate confidence, ambiguity and the
limits of interpretation. A November 3 feasibility study tested whether two large language
models could place the wording of chest radiograph reports on a four-point uncertainty scale.
This is exactly the kind of narrow document task that can look remarkably good in aggregate
while failing at the edge cases that matter.

From a public corpus of 3,927 reports, three radiologists independently graded 100 and
adjudicated disagreements. Claude Opus 4.5 and Gemini 2.5 Pro showed similar quadratic
weighted kappa agreement with the reference standard, 0.807 and 0.814. Yet in the eight
most ambiguous reference reports, Claude exactly identified five while Gemini identified only
one. These are very small subgroup denominators, and some disagreements involved an
adjacent grade.

The model classified linguistic uncertainty, not the patient’s risk of disease. Radiologists
themselves showed only moderate pairwise agreement. The study included no clinical
intervention, no reduction in diagnostic errors and no evidence of safer triage. Treating its
high aggregate score as clinical readiness would be a category error.

Read the primary study - 10.4274/dir.2026.264147

Go deeper with The Arising

Read the illustrated November 3 edition on The Arising website.

Follow the lead story into the brain-health booklet. The guide to reading medical evidence
explains why a difference in a trial matters only in the context of its population, comparator
and outcome.

Explore the topic collections, browse the public Life in the L.oop Atlas, or return to The Arising
website.

Alive. Awake. Aware.
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