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A 66-year-old man with chronic obstructive 
pulmonary disease presented to the emergency 
department with a 2-week history of shortness of 
breath and cough and 5 days of left flank pain. 
Two days before presentation, he had noted the 
appearance and rapid expansion of a mass on his 
left side. Computed tomography of the chest is 
shown. What is the underlying etiology?

Autoimmune pleuritis

Empyema necessitans

Hematoma

Mesothelioma

Soft tissue sarcoma of the chest wall

A diagnosis of empyema necessitans — a rare 
complication of empyema in which the infection 
extends beyond the parietal pleural into the 
chest wall — was made. Incision and drainage 
of the chest-wall mass was performed. Cultures 
of pleural fluid grew Streptococcus intermedius. 
The patient completed a prolonged course of 
antibiotic therapy.



Modern stenting and antiplatelet therapy



An appropriate duration of dual antiplatelet therapy after 
percutaneous coronary intervention for acute myocardial 
infarction that has been treated with guideline-recommended 
complete revascularization and a contemporary drug-eluting 
stent remains unclear.
We conducted a multicenter, open-label, randomized trial at 40 
European sites. Adults with acute myocardial infarction who 
had undergone successful complete revascularization within 7 
days after the infarction and had subsequently completed 1 
month of dual antiplatelet therapy with no ischemic or major 
bleeding events were randomly assigned to transition to a 
P2Y12 inhibitor as monotherapy or to continue dual 
antiplatelet therapy for an additional 11 months. The primary 
outcome was a composite of death from any cause, myocardial 
infarction, stent thrombosis, stroke, or major bleeding (defined 
by the Bleeding Academic Research Consortium [BARC] as a 
bleeding event of type 3 or 5) at 11 months after 
randomization (tested for noninferiority with a margin of 1.25 
percentage points). The main secondary outcome was BARC 
type 2, 3, or 5 bleeding (clinically relevant bleeding) at 11 
months after randomization (tested for superiority).

Both groups got dual therapy for the first month



The advent of drug-eluting stents revolutionized the management of ischemic heart disease by 
substantially reducing the risk of restenosis. However, first-generation stents were associated with late 
thrombotic complications, which led to recommendations for prolonged dual antiplatelet therapy, 
particularly in patients with increased platelet activation and thrombotic risk associated with acute 
coronary syndrome. Despite its effectiveness, dual antiplatelet therapy increases the risk of bleeding 
across the spectrum of patients with ischemic heart disease, including those who are not at high risk for 
bleeding. Observational studies, such as ADAPT-DES (Assessment of Dual Antiplatelet Therapy with Drug-
Eluting Stents), have linked dual antiplatelet therapy to complications and death after percutaneous 
coronary intervention (PCI) in all-comer populations. The introduction of newer-generation drug-eluting 
stents, with lower doses of drugs and improved biocompatibility, has markedly reduced the risk of late 
stent thrombosis; there has been a renewed interest in refining antiplatelet strategies, including earlier 
de-escalation to monotherapy on the basis of individual risk profiles. Although abbreviated dual 
antiplatelet therapy has been studied in patients with a high bleeding risk, in unselected patient 
populations, and in East Asian patients with an acute coronary syndrome, only a few trials have evaluated 
early discontinuation of aspirin specifically in patients with acute myocardial infarction.
Methods
Trial Design and Oversight
TARGET-FIRST was a prospective, multicenter, open-label, randomized, controlled trial that was conducted 
at 40 sites across Europe.



Trial Population
Patients were eligible for enrollment if they were at least 18 years of age, were hospitalized for ST-
segment elevation myocardial infarction (STEMI) or non-STEMI (NSTEMI), and had undergone complete 
revascularization with an abluminal biodegradable-polymer rapamycin-eluting stent (Firehawk Liberty, 
MicroPort) without complications. Complete revascularization was defined as treatment of all clinically 
significant lesions (as determined on angiography) during the index or staged (within 7 days after 
myocardial infarction) PCI procedure. 
Randomization
After at least 30 days of dual antiplatelet therapy (aspirin plus a P2Y12 inhibitor), patients were evaluated. 
If they were free from ischemic or major bleeding events, they were randomly assigned in a 1:1 ratio to 
transition to P2Y12-inhibitor monotherapy (intervention) or to continue receiving dual antiplatelet 
therapy (control) for an additional 11 months. 
Treatments and Follow-up
The choice of P2Y12 inhibitor (prasugrel, ticagrelor, or clopidogrel) was determined by the investigator 
and aligned with the guidelines of the European Society of Cardiology and local practice. Investigators 
were encouraged to use a potent P2Y12 inhibitor (prasugrel or ticagrelor) and to use the same P2Y12 
inhibitor throughout the trial unless there was a clinical reason to switch. 
Outcomes
The primary outcome was net adverse clinical and cerebrovascular events, defined as a composite of 
death from any cause, myocardial infarction, stent thrombosis, stroke, or major bleeding.



Primary and Secondary Outcomes at 11 Months 
after Randomization (Intention-to-Treat 
Population).









Modern stenting and antiplatelet therapy



Whether potent P2Y12 inhibitor monotherapy without aspirin 
initiated shortly after successful percutaneous coronary 
intervention (PCI) is effective and safe for patients with acute 
coronary syndromes is unclear. The two ranked primary 
outcomes, assessed through 12 months, were a composite of 
death from any cause, myocardial infarction, stroke, or urgent 
target-vessel revascularization (tested for noninferiority, with a 
noninferiority margin of 2.5 percentage points) and major or 
clinically relevant nonmajor bleeding (tested for superiority).

Monotherapy versus dual therapy from day 1



We designed the NEO-MINDSET trial (Percutaneous Coronary Intervention Followed by Monotherapy 
Instead of Dual Antiplatelet Therapy in the Setting of Acute Coronary Syndromes) to test the hypothesis 
that monotherapy with a potent P2Y12 inhibitor shortly after successful PCI would be noninferior to dual 
antiplatelet therapy with aspirin and a potent P2Y12 inhibitor for the prevention of death or ischemic 
events and superior to dual antiplatelet therapy in reducing bleeding.
Trial Population
Patients were eligible for inclusion in the trial if they were at least 18 years of age, had been admitted 
with an acute coronary syndrome (ST-segment elevation myocardial infarction [STEMI], non–ST-segment 
elevation myocardial infarction, or unstable angina), and had undergone successful PCI with at least one 
contemporary drug-eluting stent within the first 4 days of hospitalization. 
Randomization, Treatment, and Follow-up
At hospital admission, patients received antiplatelet agents according to local practices. After successful 
PCI with contemporary drug-eluting stents, eligible patients were randomly assigned in a 1:1 ratio in an 
open-label fashion to stop treatment with aspirin and receive a potent P2Y12 inhibitor alone 
(monotherapy) or to receive treatment with aspirin plus a potent P2Y12 inhibitor (dual antiplatelet 
therapy) for 12 months. Before randomization, the investigators could choose to use either prasugrel or 
ticagrelor as the potent P2Y12 inhibitor. 
Outcomes
The two ranked primary outcomes were a composite of death from any cause, myocardial infarction, 
stroke, or urgent target-vessel revascularization and major or clinically relevant nonmajor bleeding. 



Primary and Secondary Efficacy Outcomes 
(Intention-to-Treat Population).









Denguefieber ist eine mückenübertragene Virusinfektion mit Symptomen wie hohem Fieber, starken Kopf- und 
Gliederschmerzen sowie Hautausschlag. Eine ursächliche Therapie gibt es nicht, die Behandlung konzentriert sich auf 
symptomatische Linderung, Schonung und viel Flüssigkeit. Schwere Formen können lebensbedrohliche Komplikationen 
wie Blutungen verursachen. Vorbeugung durch Mückenschutz ist wichtig, zudem gibt es eine Impfung, die jedoch nur 
unter bestimmten Bedingungen empfohlen wird.



Mosnodenvir works by blocking the interaction between two 
key dengue viral proteins, nonstructural protein 3 (NS3) and 
NS4B, which effectively inhibits the virus's ability to replicate.



Approximately half the worldwide population is at risk for 
dengue. No antiviral prophylaxis or treatment options are 
available. In a phase 2a, double-blind, randomized trial, we 
assigned healthy adults to receive oral mosnodenvir once daily 
as a low dose (40-mg loading dose followed by 10-mg 
maintenance dose), medium dose (200 mg followed by 50 mg), 
or high dose (600 mg followed by 200 mg) or matched placebo. 
Loading doses were given for 5 days and maintenance doses for 
21 days. In a controlled human infection model, participants 
received subcutaneous inoculation of an underattenuated 
dengue virus serotype 3 (DENV-3) strain (rDEN3Δ30) on the day 
of the first maintenance dose (day 1). The primary efficacy end 
point was the DENV-3 RNA load, assessed as the log10 area 
under the concentration–time curve from day 1 (immediately 
before inoculation) through day 29 (AUCD1–29). The high-dose 
and placebo groups were compared in the primary end-point 
analysis. Safety, pharmacokinetic features, and virologic and 
serologic features were evaluated through day 85.



Dengue is an acute disease caused by four antigenically different dengue virus serotypes 
(DENV-1, DENV-2, DENV-3, and DENV-4) that are transmitted to humans by aedes mosquitoes. 
Dengue is a growing public health threat; approximately half the worldwide population is 
considered by the World Health Organization to be at risk for the disease. The incidence of 
dengue continues to increase because of population growth and climate changes that allow 
expansion of the aedes vector in areas where the disease is endemic, such as the Americas and 
Southeast Asia; dengue is also spreading to temperate regions in the United States and Europe.
Participants
We enrolled healthy adults 18 to 55 years of age who had been confirmed to be 
seronegative for DENV and Zika virus before enrollment; had not traveled to any region 
where dengue is endemic or received any live, attenuated vaccines during the 4 weeks 
before enrollment; and had no plans to travel to such areas.
Trial Procedures
All participants attended screening visits between days −65 and −6 (i.e., 65 and 6 days, 
respectively, before the first maintenance dose). Cohort 1 was created to assess 
whether high-dose mosnodenvir was superior to placebo with regard to antiviral 
activity.



Mosnodenvir and placebo were supplied as 10-mg, 50-mg, and 100-mg capsules and 
administered orally. The participants could not have any food during the period from 8 hours 
before dose administration through 1 hour after administration. The loading doses were 
given on days −5 through −1 and the maintenance doses on days 1 through 21.
All participants were admitted to the inpatient unit from days −6 through −4 for observation 
after the first two loading doses; the participants were also observed for at least 30 minutes 
after rDEN3Δ30 challenge and after the receipt of each remaining dose. Safety was assessed 
throughout the trial by means of clinical laboratory testing, electrocardiography, 
measurement of vital signs, physical examination, and monitoring of solicited and unsolicited 
adverse events. Blood samples were obtained at regular intervals for virologic and 
pharmacokinetic assessments. Participants were followed through day 85 (64 days after the 
last dose). 
End Points
The primary efficacy end point was the DENV-3 RNA load, assessed as the log10 area under 
the concentration–time curve from day 1 (immediately before inoculation) through day 29 
(AUCD1–29). Secondary efficacy end points included safety; the occurrence and severity of 
DENV infection–associated adverse events.





Adverse Events in the Safety 
Analysis Population.









Angiopoietin-like 3 (ANGPTL3) ist ein Protein, das hauptsächlich in der Leber produziert wird und eine wichtige Rolle 
im Fettstoffwechsel spielt. Es hemmt die Enzyme Lipoproteinlipase und endothelialische Lipase, was zu erhöhten 
Triglycerid- und LDL-Cholesterinspiegeln führt. Störungen der Funktion von ANGPTL3 können zu verschiedenen 
Stoffwechselerkrankungen führen, weshalb es ein vielversprechendes Ziel für Therapien zur Senkung von 
Blutfettwerten ist, wie z. B. mit Antikörpern oder Antisense-Oligonukleotiden.





Angiopoietin-like protein 3 (ANGPTL3) inhibits lipoprotein and endothelial lipases. ANGPTL3 
loss-of-function genetic variants are associated with decreased levels of low-density 
lipoprotein cholesterol and triglycerides and a decreased lifetime risk of atherosclerotic 
cardiovascular disease.
We conducted an ascending-dose phase 1 trial to assess the safety and efficacy of CTX310, a 
lipid-nanoparticle–encapsulated clustered regularly interspaced short palindromic repeats–
Cas9 endonuclease (CRISPR-Cas9) messenger RNA (mRNA) and guide RNA targeting hepatic 
ANGPTL3 to induce a loss-of-function mutation. Adults who had uncontrolled 
hypercholesterolemia, hypertriglyceridemia, or mixed dyslipidemia and were receiving 
maximally tolerated lipid-lowering therapy received a single intravenous dose of CTX310 (0.1, 
0.3, 0.6, 0.7, or 0.8 mg per kilogram of body weight). The primary end point was adverse 
events, including dose-limiting toxic effects.
Conclusions
Editing of ANGPTL3 was associated with few adverse events and resulted in reductions from 
baseline in ANGPTL3 levels. 



Editing of ANGPTL3 with clustered regularly interspaced short palindromic repeats–Cas9 
endonuclease (CRISPR-Cas9) has the potential to achieve durable genetic modification after a single 
treatment and to result in permanent reductions in circulating levels of atherogenic lipoproteins. 
CTX310 is an investigational lipid-nanoparticle–encapsulated formulation of CRISPR-Cas9 
components for in vivo gene editing of the target gene, ANGPTL3, to induce a loss-of-function 
mutation in hepatocytes. In this trial, we assessed the safety, side-effect profile, and efficacy of 
single ascending doses of CTX310.
Drug Product
CTX310 consists of two components: messenger RNA (mRNA) encoding Streptococcus pyogenes 
Cas9 and a single guide RNA (sgRNA) targeting the gene of interest, encapsulated together in a lipid 
nanoparticle. The polyadenylated S. pyogenes Cas9 mRNA contains methylated pseudouridine to 
reduce inflammatory response. The sgRNA is a 100-mer single-stranded oligonucleotide. The lipid 
nanoparticle is composed of four components: an ionizable lipid, a polyethylene glycol lipid, 1,2-
distearoyl-sn-glycero-3-phosphocholine, and cholesterol. Lipid nanoparticles undergo receptor-
mediated endocytosis in hepatocytes by means of apolipoprotein E–mediated LDL receptor uptake, 
scavenger receptor–mediated uptake, and potentially other receptors. Endosomal escape delivers 
the drug product into the cytoplasm with importin-mediated delivery to the nucleus.



Trial Population and Procedures
In this phase 1A, multicenter, open-label trial of a single ascending dose, participants were enrolled 
at six sites in Australia, New Zealand, and the United Kingdom. Adults who were 18 to 75 years of age 
were eligible if they had a diagnosis of uncontrolled hypercholesterolemia (familial or nonfamilial), 
moderate-to-severe hypertriglyceridemia, or mixed dyslipidemia. Inclusion criteria required that the 
participants have disease that was refractory to maximally tolerated doses of lipid-lowering 
therapies.
Participants were initially enrolled into one of four ascending CTX310-dose cohorts (0.1 mg per 
kilogram, 0.3 mg per kilogram, 0.6 mg per kilogram, or 0.8 mg per kilogram), with doses calculated by 
the total amount of RNA administered and based on estimated lean body weight. CTX310 was 
administered as a single intravenous infusion. A cohort that received 0.7 mg per kilogram was added, 
and the cohort that received 0.8 mg per kilogram was expanded after the first three participants in 
that cohort had received the CTX310 infusion, with the goal being to better define the dose–
response relationship.
End Points
The primary objective of the trial was the evaluation of the safety and side-effect profile of single 
ascending doses of CTX310. The primary end point was the incidence of adverse events as assessed 
by investigators, including dose-limiting toxic effects, which were graded according to the Common 
Terminology Criteria for Adverse Events (CTCAE), version 5.0, of the National Cancer Institute.



Adverse Events.



ANGPTL3 and Lipid Biomarker Levels, According to CTX310 Dose.







Discussion
ANGPTL3 is produced almost exclusively by the liver and has broad effects on atherogenic 
lipoproteins, and therefore it represents an attractive target for gene editing. Lipid nanoparticles are 
a well-established approach for hepatic delivery of gene-editing therapies. Although many 
treatments for elevated LDL cholesterol levels exist, current orally administered treatments for 
hypertriglyceridemia have limited effectiveness, and no treatments simultaneously and substantially 
lower both LDL cholesterol and triglyceride levels. The observed reductions in LDL cholesterol and 
triglyceride levels with CTX310 are similar to those observed with evinacumab, a monoclonal 
antibody targeting ANGPTL3 that has been approved for use in patients with homozygous familial 
hypercholesterolemia. Vupanorsen, an antisense oligonucleotide, and two small interfering RNA 
therapies (zodasiran and solbinsiran) inhibit ANGPTL3 protein synthesis and showed lipid-lowering 
effects in early-phase trials. Development of vupanorsen was discontinued owing to worsening 
hepatic steatosis and elevations in aminotransferase levels, whereas zodasiran and solbinsiran are 
associated with reduced hepatic fat fraction.



Hereditary hemorrhagic telangiectasia (HHT), also known as Osler-Weber-Rendu syndrome, is a genetic disorder 
causing abnormal blood vessel formation (telangiectasias and arteriovenous malformations or AVMs) that makes them 
fragile and prone to bleeding. Symptoms can include frequent nosebleeds and bleeding from the digestive system, 
while more serious complications can arise from AVMs affecting the lungs, brain, or liver, such as dizziness, stroke, or 
heart failure. Treatment focuses on managing bleeding and preventing complications, with options including 
medications, medical procedures, and lifestyle adjustments like keeping nasal passages moist.

Morbus Osler



•Endoglin wirkt als Hilfsprotein für die TGF-β-Rezeptoren und reguliert die Signalwege von TGF-
β und knochenmorphogenetischen Proteinen (BMPs).



Hereditary hemorrhagic telangiectasia (HHT) can 
cause recurrent, severe epistaxis, as well as anemia 
and reduced quality of life. The disease remains 
without licensed therapies worldwide.
In this proof-of-concept, multicenter, double-blind, 
placebo-controlled trial, we evaluated the safety 
and efficacy of oral engasertib, a new, allosteric, 
selective AKT inhibitor, in patients with HHT. 
Patients were randomly assigned in a 1:1:1 ratio to 
receive engasertib at a dose of 30 mg, engasertib at 
a dose of 40 mg, or placebo once daily for 12 
weeks. The primary outcomes were the frequency 
and severity of adverse events. Key secondary 
outcomes included the frequency and duration of 
epistaxis. An open-label extension is ongoing.



Hereditary hemorrhagic telangiectasia (HHT) is an autosomal-dominant vasculopathy, with a 
prevalence of 1 in 3800 persons, that results from mutations in the activin receptor–like kinase 1 
(ALK1) signaling pathway, which is critical in angiogenesis and vascular maintenance. HHT is the 
second most common inherited bleeding disorder worldwide, affects all genders and ethnic groups, 
and may result in reduced overall survival as compared with the general population. In addition, 
recent data suggest that HHT may be associated with the highest morbidity among inherited 
bleeding disorders in women.
Even with this considerable disease burden, no therapies to treat HHT are licensed, and no 
new agents have been developed specifically for HHT. Current bleeding-management 
strategies include the off-label use of antifibrinolytic drugs, temporizing local ablative 
procedures targeting nasal and gastrointestinal telangiectasias, aggressive surgery (e.g., 
surgical closure of the nares), and, most recently, the off-label use of antineoplastic drugs 
with antiangiogenic properties (e.g., bevacizumab, thalidomide, and pomalidomide).
Because pathogenic variants in ALK1 signaling result in downstream overactivation of the 
serine–threonine kinase AKT, which drives the formation of telangiectasia and arteriovenous 
malformation, AKT inhibition has emerged as a promising approach for the treatment of 
HHT.





Safety Outcomes, Excluding Epistaxis as an Adverse Event

Change from Baseline in Key 
Secondary Efficacy Outcomes 





Activin receptor–like kinase 1 (ALK1) 
Pathway  causes HHT, TGF-b family



Medical trainees today spend as little as 13% of their time in direct contact with patients. As physicians 
spend less time with patients, fundamental bedside skills decline. This decline contributes to 
diagnostic error, poor clinical outcomes, and increased health care costs. More than half of outpatient 
diagnostic errors have been attributed to poor history taking and mistakes in the physical examination. 
An overreliance on technology, due in part to declining clinical skills, leads to overinvestigation and 
rising costs. The drift away from direct contact with patients contributes to a decrease in empathy on 
the part of medical students and residents and an increase in stress and burnout among practicing 
physicians. It also leads to a weakening of the doctor–patient relationship. Lack of time at the bedside 
disproportionally affects marginalized groups and propagates health care disparities. As bedside skills 
have declined, so too has the number of faculty members who are comfortable teaching those skills, 
which further contributes to their decay. To help reverse these trends, we provide practical 
suggestions for clinical educators to reinvigorate the teaching and practice of bedside clinical skills in 
the modern health care environment.





Six Strategies to Reinvigorate the Bedside Encounter.









Conclusions
Against a backdrop of technological advances, limited time with patients, and clinical 
uncertainty, there is an urgent need to reinvigorate the bedside encounter in order to 
meet the needs of patients, trainees, and clinical educators in the 21st century. By using six 
strategies, clinical educators can help trainees appreciate the value of the bedside 
encounter in diagnostic reasoning, strengthen the patient–physician relationship, combat 
health care inequities, improve professional fulfillment, and avoid burnout. The words of 
Osler ring true more than a century later: “Medicine is learned by the bedside and not in 
the classroom. Let not your conceptions of the manifestations of disease come from words 
heard in the lecture room or read from the book. See, and then reason and compare and 
control. But see first.





Two years before the current presentation, the patient had frontotemporal and cervico-occipital 
headaches that lasted for several hours and were associated with photophobia. MRI showed 
nonspecific findings, and she received a diagnosis of migraines. The median age at the onset of 
migraines is 23 to 25 years of age, and the prevalence is only 5% among women older than 50 
years of age. However, given the patient’s family history of migraines and her clinical stability 
until 6 months before the current presentation, I suspect that these headaches were migraines 
that were unrelated to her current presentation.
Six months before the current presentation, a severe headache developed, although we are not 
told the location of the headache, whether it was similar to the previous migraines, or whether 
any features associated with increased intracranial pressure were present. At that time, the 
patient also had visual auras, although we are not given details about the auras. Up to one third 
of patients with migraines have auras. However, this patient’s imaging of the head showed an 
abnormality in the left parietal lobe that was considered to be a more likely cause of her 
headache and could also be the cause of hallucinations in the lower quadrant of the right visual 
field.
.





The later development of shaking in the right arm and leg was indicative of focal motor seizures, 
which localize to the motor cortex of the left frontal lobe. Paralysis of the right vocal cord 
indicates possible dysfunction of the right vagus nerve. Vertical diplopia on left lateral gaze 
suggests partial palsy of the right trochlear nerve. Saccadic breakdown and dysmetria that is 
greater on the left side are both findings indicative of cerebellar dysfunction. In the absence of 
other motor and sensory deficits and of systemic abnormalities on imaging, the cerebellar signs 
and the deficits in vagus and trochlear nerve function localize the disease process to the 
subarachnoid space in the posterior fossa and skull base. In summary, the progression of this 
patient’s symptoms — from those indicating localization to the supratentorial and cortical 
structures to those indicating localization to the posterior fossa and skull base — suggests a 
diffuse process affecting the subarachnoid space and leptomeninges.
Lumbar puncture was performed, and cerebrospinal fluid (CSF) analysis showed 1 red 
cell per microliter, 1 nucleated cell per microliter, and normal levels of glucose and 
protein. Cytologic evaluation of the CSF showed no malignant cells, and flow cytometry 
of the CSF showed no evidence of a monoclonal B-cell population.

Ein «sakkadischer Breakdown» (oder sakkadische Störung) bezieht sich auf eine Fehlfunktion 
von schnellen Augenbewegungen, bei denen das Auge ein Ziel über- oder unterschießt 
(dysmetrische Sakkaden) oder die Zielbewegung nicht genau ausführt.

https://www.google.com/search?q=dysmetrische+Sakkaden&oq=Saccadic+breakdown&gs_lcrp=EgZjaHJvbWUyBggAEEUYOTIKCAEQABgTGBYYHjIKCAIQABiABBiiBDIHCAMQABjvBTIKCAQQABiABBiiBDIKCAUQABiABBiiBNIBCDIwMTlqMGo3qAIAsAIA&sourceid=chrome&ie=UTF-8&mstk=AUtExfBA9YG_G_DfFwExX5RKKdDwH_Gdef01-IYh7betnwrXVVgHXtMDsUCqbhIXaCEi0hy7UH9jgZmmlXkIOpJ8fmT1zoisu7S_Nz11fFnUikXBM6OmzccJlJ7RtDxM2CEeyyMfVxAbb9p1w3qX4K3C9mGFzxbbWQdGD1SNpK-gjCSJp8U&csui=3&ved=2ahUKEwiYwa_x0pKRAxVA4wIHHdvFAUYQgK4QegQIARAC




MRI of the head was performed at the time of the current presentation. T1-weighted 
sequences showed an increase in the intensity and distribution of the hyperintensities in 
the left parietal and occipital lobes and progression of the leptomeningeal thickening and 
sulcal nodularity throughout the cerebral hemispheres (Figure 3A and 3B) as compared 
with the findings seen 3 months earlier (Figure 3D and 3E). There was also enlargement of 
the ventricles (Figure 3C) as compared with the findings seen 3 months earlier (Figure 3F), 
which is suggestive of developing hydrocephalus.

Given the possibility of cancer, right frontal craniotomy with brain biopsy was performed. 
The dura appeared abnormal, and black tissue was noted. The pia mater was opened, and 
multiple samples of the abnormal tissue were obtained for evaluation.







Treatment for melanocytic tumors of the leptomeninges depends on the degree of tumor 
aggressiveness, which varies, and whether the tumor is localized or diffuse. These tumors rarely 
harbor BRAF mutations and are not amenable to treatment with the tyrosine kinase inhibitors that are 
used for cutaneous melanoma.
Given the lack of data on systemic therapy for meningeal melanoma, we extrapolated from data on 
such treatment for uveal melanoma, a disease that is also characterized by mutations in genes 
encoding G proteins that are not directly targetable. Both uveal and meningeal melanoma have low 
tumor mutational burdens, and uveal disease responds only occasionally to treatment with immune 
checkpoint inhibitors. We considered treatment with the bispecific fusion protein tebentafusp, which 
has been shown to recruit T cells and prolong survival in patients with metastatic uveal melanoma. 
However, the target antigen (gp100) is presented in the context of HLA-A*02:01, and the patient did 
not have that HLA allele.
With the understanding that the likelihood of benefit was low, the patient opted for treatment with 
the immune checkpoint inhibitors ipilimumab and nivolumab. After the fourth dose, her cognitive 
function worsened, and headaches and nausea developed. She received supportive treatment. After 
she was found to have progressive disease on imaging, the patient elected to receive hospice care. The 
patient died approximately 5 months after the initial diagnosis.
Final Diagnosis
Diffuse meningeal melanomatosis.



Der transkatheterale Mitralklappenersatz (TMVR) ist ein minimalinvasives Verfahren, um eine geschädigte Mitralklappe zu 
ersetzen, ohne eine offene Herzoperation durchzuführen. Dabei wird eine künstliche Klappe über einen Katheter, der 
durch die Leiste eingeführt wird, bis zum Herzen vorgeschoben und dort implantiert. Dieses Verfahren wird hauptsächlich 
bei Patienten angewendet, die ein hohes Risiko für eine Operation haben und an Mitralklappeninsuffizienz (Regurgitation) 
oder Mitralklappenstenose leiden.













Faktor XI, auch bekannt als Plasma-Thromboplastin-Antecedent (PTA) oder Rosenthal-
Faktor, ist ein Protein, das eine wichtige Rolle bei der Blutgerinnung spielt. Ein Mangel 
daran kann zu einer angeborenen Blutgerinnungsstörung, der Hämophilie C, führen. Diese 
Störung ist seltener als Hämophilie A und B und äußert sich oft durch verstärkte Blutungen 
nach Verletzungen oder Operationen, mit geringerer Häufigkeit spontaner Blutungen.

https://www.google.com/search?q=H%C3%A4mophilie+C&oq=factor+xi&gs_lcrp=EgZjaHJvbWUyCQgAEEUYORiABDIHCAEQABiABDIHCAIQABiABDIHCAMQABiABDIHCAQQABiABDIICAUQABgWGB4yCAgGEAAYFhgeMggIBxAAGBYYHjIICAgQABgWGB4yCAgJEAAYFhge0gEJNzk2MGowajE1qAIJsAIB8QXoPHSTY6Cn4g&sourceid=chrome&ie=UTF-8&mstk=AUtExfBiKOLo802SU8CbcP3Wuxr0KiChIXavTTf64uHd4X57Ej28ThwH-Q3pOooXEcvBruwgrqrMmAuIhCyBOr6TRF8omVn3a2zRsUii5ERJC2jzGw3UVJmjbyvVt97HjlWt_lMARkmwjFlZR2Uxt-c9pS_RUw9l8vIR9zxXLHOCl1erKxU&csui=3&ved=2ahUKEwj7ouukrJSRAxUK2wIHHT1SCiIQgK4QegQIARAB


Regeneron Pharmaceuticals recently presented 
Phase 2 clinical trial data on two novel Factor XI 
antibodies, REGN7508 and REGN9933, 
demonstrating their antithrombotic effects in 
patients undergoing unilateral total knee 
arthroplasty. These data were simultaneously 
published in The Lancet and presented at the 
2025 American Heart Association Scientific 
Sessions, highlighting the potential of these 
antibodies to provide effective venous 
thromboembolism (VTE) prevention with a 
favorable bleeding safety profile.



















In diabetes, GAD refers to Glutamic Acid Decarboxylase, an enzyme found in the insulin-
producing beta cells of the pancreas. The immune system in people with type 1 diabetes 
mistakenly produces autoantibodies that target and destroy these GAD-containing cells, 
leading to insulin deficiency.



A peripheral lymph node (pLN) a general term for any lymph node outside of the central 
lymphatic system, crucial for immune memory against skin and other peripheral infections.



Oral insulin administration is being studied for its immune-modulating effects in the context 
of type 1 diabetes (T1D) prevention and treatment, primarily through a process called oral 
tolerance. The goal is to induce the immune system to tolerate insulin as a self-antigen, 
thereby slowing or preventing the autoimmune destruction of insulin-producing beta cells.





Orale Toleranz ist ein immunologischer Prozess, der eine Unterdrückung der Immunreaktion auf oral 
aufgenommene Antigene wie Nahrungsmittel bewirkt. Sie verhindert eine Überreaktion des Immunsystems auf 
harmlose Substanzen und ist entscheidend für die Aufrechterhaltung der immunologischen Homöostase im 
Darm. Bei diesem Prozess wird eine systemische Unempfindlichkeit gegenüber Antigenen induziert, die über 
den Verdauungstrakt aufgenommen werden.



The term "insulin INS genotype" does not refer to a single, simple genotype, 
but rather to variations within the human INS gene, which provides instructions 
for producing insulin. A key type of variation is the variable number tandem 
repeat (VNTR) polymorphism, where individuals are classified as having Class I 
or Class III VNTR alleles based on the number of repeat units. The specific VNTR 
genotype (e.g., I/I, I/III, or III/III) can influence glucose levels and is a factor in 
diabetes susceptibility.

https://www.google.com/search?q=variable+number+tandem+repeat+%28VNTR%29+polymorphism&sca_esv=d0fbe519e47d16dc&sxsrf=AE3TifMXE6CNVzltmm5Nn00BnZs1bvtbww%3A1764365453063&ei=jRQqaenMA8-pi-gPnIzT0Q4&ved=2ahUKEwiX6Kie5pWRAxUjRPEDHZHdG90QgK4QegQIARAC&uact=5&oq=what+is+the+insulin+INS+genotype%3F&gs_lp=Egxnd3Mtd2l6LXNlcnAiIXdoYXQgaXMgdGhlIGluc3VsaW4gSU5TIGdlbm90eXBlPzIIEAAYgAQYogQyCBAAGIAEGKIEMgUQABjvBTIIEAAYgAQYogQyCBAAGIAEGKIESPhXUIgdWNwxcAF4AJABAJgBlAGgAfUHqgEDMC44uAEDyAEA-AEBmAIJoAKSCMICCxAAGIAEGLADGKIEwgIIEAAYsAMY7wWYAwCIBgGQBgKSBwMxLjigB-QYsgcDMC44uAePCMIHAzAuOcgHEw&sclient=gws-wiz-serp&mstk=AUtExfAnTyH3Dm1TbB2sP7vIs-rxj0-JEor7Bqy2R5LVvVIA_oyaKwbuuTgYLO1Qtebff8cv-T5ek15PwDhT7inO1bJGV_JjzD1YpXihItX8-3wb5Hfpf7uxSSYezGYw8Um3u1lhLrBDrvlnHQISjzx9xTpbmuX4dQUcXzE-vdQDIAwjk7CscSQk1k7VStZocLfSLM9MTs_aR4HQbMG-Du6-1apDogCIe8g-Pzh_jTC_CCAiYSi31yz9kXK_uYKDWzXhXcFv1WD5xswSfyhVGpKs-4F6&csui=3
https://www.google.com/search?q=variable+number+tandem+repeat+%28VNTR%29+polymorphism&sca_esv=d0fbe519e47d16dc&sxsrf=AE3TifMXE6CNVzltmm5Nn00BnZs1bvtbww%3A1764365453063&ei=jRQqaenMA8-pi-gPnIzT0Q4&ved=2ahUKEwiX6Kie5pWRAxUjRPEDHZHdG90QgK4QegQIARAC&uact=5&oq=what+is+the+insulin+INS+genotype%3F&gs_lp=Egxnd3Mtd2l6LXNlcnAiIXdoYXQgaXMgdGhlIGluc3VsaW4gSU5TIGdlbm90eXBlPzIIEAAYgAQYogQyCBAAGIAEGKIEMgUQABjvBTIIEAAYgAQYogQyCBAAGIAEGKIESPhXUIgdWNwxcAF4AJABAJgBlAGgAfUHqgEDMC44uAEDyAEA-AEBmAIJoAKSCMICCxAAGIAEGLADGKIEwgIIEAAYsAMY7wWYAwCIBgGQBgKSBwMxLjigB-QYsgcDMC44uAePCMIHAzAuOcgHEw&sclient=gws-wiz-serp&mstk=AUtExfAnTyH3Dm1TbB2sP7vIs-rxj0-JEor7Bqy2R5LVvVIA_oyaKwbuuTgYLO1Qtebff8cv-T5ek15PwDhT7inO1bJGV_JjzD1YpXihItX8-3wb5Hfpf7uxSSYezGYw8Um3u1lhLrBDrvlnHQISjzx9xTpbmuX4dQUcXzE-vdQDIAwjk7CscSQk1k7VStZocLfSLM9MTs_aR4HQbMG-Du6-1apDogCIe8g-Pzh_jTC_CCAiYSi31yz9kXK_uYKDWzXhXcFv1WD5xswSfyhVGpKs-4F6&csui=3






Primary outcome: 2 or more antibodies

Diabetes free

Developed diabetes



INS genotype INS genotype



CT coronary angiography is the best bet.









Doctors have doubled; health-care „managers“ have increased  20-fold 













Targeted protein degradation (TPD) is a therapeutic strategy that uses the cell's natural waste disposal system to 
destroy specific disease-causing proteins. Unlike traditional drugs that only inhibit a protein's function, TPD molecules 
like PROTACs and molecular glues recruit the body's own ubiquitin–proteasome system (UPS) to tag the protein for 
degradation and elimination. This approach is promising for targeting previously "undruggable" proteins and can be 
used for diseases like cancer, as well as in other therapeutic areas.

Proteolysis targeting 
chimeras are PROTACS

Lenalidomid ist ein Medikament zur Behandlung von Krebserkrankungen wie dem Multiplen 
Myelom und follikulärem Lymphom. Es gehört zur Gruppe der Immunmodulatoren und wirkt, 
indem es das Immunsystem gegen Tumorzellen stärkt, das Tumorwachstum hemmt und die 
Bildung neuer Blutgefäße für den Tumor unterbindet.





meTPD strategies. meTPD triggers target internalization and subsequent degradation, representing 
the integration of TPD with intracellular delivery. Beyond the degradation of a single target, emerging 
concepts in meTPD hold promise for expansion of the meTPD functional repertoire. Development of 
meTPD also offers broad applications in medical research. CNS, central nervous system; GPCRs, G 
protein–coupled receptors; POI, protein of interest; TME, tumor microenvironment.





meTPD expands the landscape of TPD to the transmembrane and extracellular space. By circumventing 
the need for functional blockage, TPD enables the induced degradation of diverse proteins, including many 
undruggable targets. Classic TPD strategies, such as PROTACs and molecular glues, primarily degrade 
intracellular proteins; however, nearly 61% of drug targets are transmembrane or extracellular proteins, 
including transporters, receptor kinases, G protein–coupled receptors (GPCRs), ion channels, and others. 
Emerging meTPD strategies address this gap through the targeted degradation of transmembrane and 
extracellular proteins and potentially offer broad therapeutic applications in degrading these proteins, many 
of which remain as challenging or undruggable targets for conventional occupancy-driven pharmacology. 
AUTAC, autophagy-targeting chimera, ATTEC, autophagy-tethering compounds; ER, endoplasmic reticulum; 
OMM, outer mitochondrial membrane.

Proteolysis targeting 
chimeras PROTACS




