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A 35-year-old woman presented with a 20-day 
history of a painless nipple ulcer without 
other associated symptoms or skin findings. 
Histopathologic analysis of a nipple-biopsy 
specimen showed epidermal necrosis with 
inflammatory exudate, dermal capillary 
proliferation, and dense perivascular 
lymphoplasmacytic infiltrates. Physical 
examination and immunohistochemical 
analysis of the biopsy are shown. What is the 
most likely diagnosis?

Eczema

Erosive adenomatosis

Idiopathic granulomatous mastitis

Mammary Paget disease

Syphilitic chancre

An assay for Treponema pallidum particle 
agglutination was positive, and the rapid plasma 
reagin titer was 1:8. Immunohistochemistry of the 
biopsy showed T. Pallidum organisms. These findings, 
alongside a subacute, painless lesion, were consistent 
with a primary syphilitic chancre. Primary syphilitic 
chancres can occur at any site of inoculation, 
including extragenital erogenous locations.

The syphilis spirochete (Treponema pallidum) is 
typically 6 to 15 micrometers (μ m) long



Cardiovascular disease is the leading cause of 
illness and death in older adults, driven by age-
related arterial stiffness, cumulative risk factors, 
and frailty.

Key Risk Factors

• Traditional triggers: High blood pressure 
(hypertension), type 2 diabetes, high 
cholesterol (dyslipidemia), and obesity heavily 
impact aging hearts.

• Age-related changes: Arteries stiffen and calcify 
over time, forcing the heart muscle to work 
harder and thicken. 

• Hidden triggers: Frailty, cognitive impairment, 
depression, chronic kidney disease, and social 
isolation significantly increase heart risk in older 
populations. 



The effectiveness and safety of statins for the primary 
prevention of cardiovascular events and the extension 
of disability-free survival among older adults remain 
uncertain.
We conducted a double-blind, randomized, placebo-
controlled trial at general medical practices across 
Australia. Community-dwelling adults at least 70 years 
of age with no history of cardiovascular disease, 
diabetes, or dementia were randomly assigned in a 1:1 
ratio to receive atorvastatin at a dose of 40 mg once 
daily or identical placebo. The two primary end points 
were a composite of death from cardiovascular causes, 
nonfatal myocardial infarction or stroke, or coronary 
revascularization (to assess effects on major 
cardiovascular events) and a composite of death from 
any cause, dementia, or persistent physical disability (to 
assess effects on disability-free survival). Analyses were 
performed according to a hierarchical testing plan.



Few randomized trials have assessed the effects of statins on dementia and 
disability. The Heart Protection Study included participants with a wide range of 
ages (40 to 82 years) and used a single cognitive test that probably lacked the 
sensitivity to detect subtle cognitive decline, with the number of newly identified 
cases of dementia being too low for a definitive analysis. Both the PROSPER 
(Prospective Study of Pravastatin in the Elderly at Risk) and HOPE-3 (Heart 
Outcomes Prevention Evaluation 3) trials included cognitive measures but did not 
formally assess newly diagnosed dementia as a clinical end point. The JUPITER 
(Justification for the Use of Statins in Prevention) trial tracked dementia as an 
adverse event but did not use standardized, objective cognitive assessments and, 
despite enrolling 17,802 participants, identified very few cases of dementia (12 in 
the rosuvastatin group and 9 in the placebo group). Data from large-scale, 
randomized trials evaluating disability-free survival (i.e., survival free of dementia 
or physical disability) as a prespecified primary end point are lacking.



Trial Population
Adults 70 years of age or older who were living independently and had no history of 
cardiovascular disease, diabetes, dementia, or other life-limiting conditions were identified 
from the clinical databases of 1013 general medical practices, among 1583 registered practices 
across metropolitan, regional, and rural areas of Australia. For trial eligibility, cardiovascular 
disease was defined as myocardial infarction, angina, heart failure, stroke, transient ischemic 
attack, carotid stenosis, abdominal aortic aneurysm, peripheral artery disease, or any 
coronary-artery blockage or narrowing leading to angioplasty, stent implantation, or bypass 
graft surgery. Eligible participants were invited to take part in two baseline screening visits 4 
weeks apart. These baseline visits included the completion of cognitive tests to ascertain 
cognitive performance, assessment of physical independence with the use of a modified Katz 
Index of Independence in Activities of Daily Living, and laboratory assessments. During the 
period between visits, the participants were asked to take a once-daily placebo tablet to assess 
adherence to a daily medication regimen. All the participants provided written informed 
consent.
Trial End Points
The two primary end points were a composite of death from cardiovascular causes, nonfatal 
myocardial infarction or stroke, or coronary revascularization and a composite of death from 
any cause, dementia, or persistent physical disability (a measure of disability-free survival). 



Primary and Secondary End Points.

Half 
overweight
25% obese







Trial-Related Safety Events (Modified 
Intention-to-Treat Population).

Safety
Adverse events in the modified intention-to-
treat population that were considered by the 
trial physician to be related to the trial regimen 
are summarized. Adverse events of any kind, 
medically important adverse events, and 
adverse events that led to discontinuation of 
the trial regimen were more commonly 
reported in the atorvastatin group than in the 
placebo group. In cases of discontinuation of 
the assigned trial regimen, the most cited 
reason was “participant unwilling” (in 15.6% of 
the participants in the atorvastatin group and in 
16.2% of those in the placebo group), with 
adverse events or an unacceptable side-effect 
profile leading to discontinuation in 7.2% and in 
6.1%, respectively.





IgG4-Syndrome



Obexelimab ist ein neuartiger, experimenteller monoklonaler 
Antikörper, der primär für die Behandlung der seltenen 
chronisch-entzündlichen IgG4-assoziierten Erkrankung (IgG4-
RD) sowie des systemischen Lupus erythematodes (SLE) von 
dem Pharmaunternehmen Zenas BioPharma entwickelt wird.

Im Gegensatz zu klassischen B-Zell-Therapien tötet Obexelimab 
die Zellen nicht ab, sondern inaktiviert sie lediglich. 

Wirkmechanismus

Obexelimab ist ein bispezifischer (bifunktionaler), nicht-
zytolytischer Antikörper. Er ahmt natürliche Antigen-
Antikörper-Komplexe nach und bindet gleichzeitig an zwei 
Strukturen auf B-Zellen:

1. CD19: Ein Oberflächenmolekül, das auf einer breiten Masse 
von B-Zellen (inklusive Plasmablasten) vorkommt.

2. FcγRIIb (Fc-Gamma-Rezeptor IIb): Ein inhibitorischer 
Rezeptor, der der Zelle ein negatives Signal zur Dämpfung 
der Aktivität übermittelt

Der Fcγ-Rezeptor IIb (auch CD32b genannt) ist ein 
wichtiges hemmendes Protein auf der Oberfläche von 
Immunzellen, das überschießende Immunreaktionen 
kontrolliert.

• CD19: Appears earlier in B-cell development (starting 
on early pre-B cells) and stays on late-stage antibody-
secreting cells like plasmablasts and plasma cells. 
CD20: Appears a bit later in development and is 
completely lost when B cells mature into plasma cells.

https://zenasbio.com/our-science/obexelimab/




IgG4-related disease is a chronic fibroinflammatory condition 
that can affect virtually any organ system. Glucocorticoid 
agents are a cornerstone of therapy but are limited by toxic 
effects, and relapse is common after discontinuation. 
Obexelimab is a bifunctional monoclonal antibody that inhibits 
B-cell activity through coengagement of CD19 and FcγRIIb 
without inducing B-cell depletion. In this phase 3, double-blind, 
randomized, placebo-controlled trial, patients with active IgG4-
related disease received subcutaneous obexelimab at a dose of 
250 mg or placebo once weekly for 52 weeks. For patients in 
both groups, glucocorticoids were tapered in a standardized 
schedule to discontinuation at week 8. The primary end point 
was the time to the first flare of IgG4-related disease for which 
rescue therapy was required, as determined by both the 
investigator and the independent adjudication committee. Key 
secondary end points included complete remission at week 52 
and the cumulative dose of glucocorticoid rescue therapy 
through week 52.



At a cellular level, IgG4-related disease is driven by dysregulated B-cell activation and 
aberrant interactions with CD4+ and CD8+ cytotoxic T lymphocytes as well as follicular 
helper T cells, which result in class switching to IgG4, lymphoplasmacytic tissue infiltration, 
tertiary lymphoid structure formation, and progressive fibrosis. Expanded and activated B-
cell populations, as well as circulating plasmablasts, correlate with disease activity and 
treatment response; these findings have led to the use of B-cell–depleting therapies 
targeting CD20 or CD19 for management of the disease. However, this chronic, relapsing 
disease commonly warrants extended therapy, and prolonged B-cell depletion prompts 
concern about class-related side effects, such as infections, impaired vaccine response, and 
hypogammaglobulinemia.
Obexelimab is a humanized, bifunctional monoclonal antibody designed to inhibit B cells 
through coengagement of CD19 and FcγRIIb, which results in broad inhibition of B-cell 
receptor–dependent and B-cell receptor–independent activity.
Assessments and End Points
The primary end point was the time to the first flare of IgG4-related disease for which rescue 
therapy was required, as determined by both the investigator and an independent 
adjudication committee.



Patients
Eligible patients were at least 18 years of age and had a clinical diagnosis of IgG4-related disease 
involving one or more organs and fulfilling the classification criteria of the American College of 
Rheumatology–European League against Rheumatism for IgG4-related disease. An independent 
adjudication committee consisting of disease experts who remained unaware of the trial-group 
assignments throughout the trial confirmed that each patient met the classification criteria. 
Patients were also required to have active IgG4-related disease (flare) at screening for which either 
initiation of glucocorticoid therapy or a dose increase of a predisone equivalent from a stable 
regimen of 10 mg or less per day was determined by the investigator to be necessary. Key exclusion 
criteria were active infection, receipt of a dose of more than 60 mg per day of a prednisone 
equivalent within 4 weeks before screening, and receipt of B-cell–depleting therapy or other 
immunomodulatory agents within 6 months before randomization.
Treatment and Randomization
Glucocorticoid induction therapy during the screening period consisted of 20 to 60 mg of a 
prednisone equivalent daily for 3 to 6 weeks, with tapering to 20 mg per day by the day of 
randomization. Patients with no disease activity, as determined by the investigator, were then 
stratified according to the number of affected organs (1 vs. >1) and disease status (newly 
diagnosed vs. recurrent) and randomly assigned to receive subcutaneous obexelimab at a dose of 
250 mg once weekly or matching placebo for 52 weeks



Primary and Key Secondary Efficacy End Points 

Adverse events







Advanced estrogen positive breast cancer



Eine ESR1-Mutation ist eine erworbene genetische 
Veränderung des Östrogenrezeptor-1-Gens bei Brustkrebs. Sie 
führt dazu, dass der Tumor unabhängig von Östrogen wachsen 
kann und unempfindlich gegenüber bestimmten Standard-
Hormontherapien wird.

🧬 Das Wichtigste auf einen Blick

• Wann tritt sie auf? Bei einer Erstdiagnose (Therapie-naiver 
Brustkrebs) ist die Mutation extrem selten (< 0,5 %). Sie 
entwickelt sich meist erst im Laufe der Behandlung von 
metastasiertem, hormonrezeptorpositivem (ER+) und 
HER2-negativem Brustkrebs, insbesondere unter dem 
Selektionsdruck von Aromatasehemmern. Bis zu 40 % der 
Patientinnen und Patienten entwickeln diese Resistenz in 
späteren Therapielinien.

• Die Auswirkung: Normalerweise blockieren 
Antihormontherapien das Östrogen oder dessen Bildung, 
um dem Tumor die Nahrung zu entziehen. Die ESR1-
Mutation verändert den Rezeptor jedoch so, dass er 
dauerhaft „eingeschaltet“ ist – ganz ohne Östrogen. Der 
Krebs wächst trotz der Blockade weiter



Giredestrant ist ein innovativer, in der 
Entwicklung befindlicher Wirkstoff des 
Schweizer Pharmakonzerns Roche, der 
als oraler SERD (selektiver 
Östrogenrezeptor-Degrader) klassifiziert 
wird. Er wird primär für die Behandlung 
von Hormonrezeptor-positivem (HR+) 
und HER2-negativem Brustkrebs 
erforscht.

Das Medikament blockiert und baut den 
Östrogenrezeptor in den Krebszellen 
vollständig ab, um deren Wachstum zu 
stoppen. Im Gegensatz zu älteren SERDs 
(wie Fulvestrant, das intramuskulär 
gespritzt werden muss) wird 
Giredestrant als Tablette eingenommen

https://www.roche.de/


Everolimus ist ein verschreibungspflichtiger Arzneistoff aus der 
Gruppe der mTOR-Inhibitoren. Er wird sowohl in der 
Krebsheilkunde (Onkologie) als auch in der 
Transplantationsmedizin (Immunsuppression) eingesetzt.

Wirkungsweise

Der Wirkstoff bindet im Zellinneren an ein bestimmtes Protein 
(FKBP-12). Dieser Komplex blockiert das Enzym mTOR 
(mechanistic Target of Rapamycin). Dadurch wird die 
Weiterleitung von Wachstumssignalen in den Zellen 
unterbrochen.

• In der Onkologie: Es hemmt das Wachstum und die Teilung 
von Tumorzellen sowie die Neubildung von Blutgefäßen 
(Angiogenese), die den Tumor versorgen.

• In der Transplantationsmedizin: Es unterdrückt die 
Aktivierung und Vermehrung von T-Lymphozyten 
(Abwehrzellen), um die Abstoßung eines Spenderorgans zu 
verhindern.



Giredestrant and everolimus target the estrogen 
receptor (ER) pathway and the phosphatidylinositol 3-
kinase (PI3K)–protein kinase B (AKT)–mammalian target 
of rapamycin (mTOR) pathway, respectively, which are 
implicated in endocrine-therapy resistance. In this 
phase 3, open-label, randomized trial, we enrolled 
patients with ER-positive, human epidermal growth 
factor receptor 2 (HER2)–negative locally advanced or 
metastatic breast cancer who had disease progression 
or recurrence after receipt of a cyclin-dependent kinase 
4 and 6 (CDK4/6) inhibitor plus endocrine therapy. 
Patients were assigned, in a 1:1 ratio, to receive 
giredestrant plus everolimus (each given orally) or 
standard endocrine therapy (i.e., exemestane, 
fulvestrant, or tamoxifen) plus everolimus. The primary 
end point was investigator-assessed progression-free 
survival, evaluated first among patients with ESR1-
mutated tumors and then in the overall trial population.



For the first-line treatment of patients with estrogen receptor (ER)–positive, human epidermal 
growth factor receptor 2 (HER2)–negative advanced breast cancer, a cyclin-dependent kinase 4 and 
6 (CDK4/6) inhibitor plus endocrine therapy is the standard approach worldwide. However, in 
patients with disease progression during first-line CDK4/6 inhibitor therapy, effective treatment 
options remain limited, and responses to subsequent endocrine-based therapies are often not 
durable.
Key mechanisms of resistance to a CDK4/6 inhibitor and endocrine therapy include aberrant 
phosphatidylinositol 3-kinase (PI3K)–protein kinase B (AKT)–mammalian target of rapamycin 
(mTOR) signaling and mutations in the estrogen receptor 1 gene (ESR1) encoding ER alpha, 
respectively. ESR1 mutations are acquired primarily under the selective pressure of aromatase 
inhibitors, which results in ligand-independent constitutive ER activity. In patients with disease 
progression after the receipt of a CDK4/6 inhibitor plus endocrine therapy, approximately 40% will 
have tumors with acquired ESR1 mutations.
Everolimus, an established oral inhibitor of the mTOR signaling pathway, is one of the 
recommended standard-therapy options in combination with endocrine therapy (i.e., exemestane, 
fulvestrant, or tamoxifen) after first-line therapy in patients with ER-positive, HER2-negative 
advanced breast cancer. Giredestrant is a potent new oral selective ER degrader (SERD) and full ER 
antagonist with the potential to improve outcomes. Giredestrant targets both estrogen-dependent 
and estrogen-independent ER activity, whereas aromatase inhibitors target only estrogen-
dependent activity.



Patients
Women (of any menopausal status) and men with ER-positive, HER2-negative locally advanced 
unresectable or metastatic breast cancer, which was not amenable to treatment with curative 
intent, were enrolled. Patients must have had disease progression after at least 6 months of 
treatment with a CDK4/6 inhibitor plus endocrine therapy in the context of locally advanced or 
metastatic disease or must have had recurrence during, or within 12 months after receiving, 
adjuvant treatment with a CDK4/6 inhibitor plus endocrine therapy (i.e., ≥12 months of 
adjuvant endocrine therapy, 6 months of which was in combination with a CDK4/6 inhibitor). If 
a CDK4/6 inhibitor plus endocrine therapy was not the most recent therapy, the patient must 
also have had disease progression after at least 4 months of the most recent endocrine 
therapy.
End Points
The primary end point was investigator-assessed progression-free survival, which was 
evaluated first among patients with ESR1-mutated tumors and then in the overall trial 
population, which included all the patients who had undergone randomization. Progression-
free survival was defined as the time from randomization to disease progression (according to 
RECIST, version 1.1) or death from any cause, whichever occurred first. 











Islatravir und Lenacapavir werden gemeinsam als 
neuartige, einmal wöchentlich einzunehmende orale 
Kombinationstherapie zur Behandlung von HIV-1 
erforscht.

Wichtigste Fakten zur Kombination

• Wirkstoffe und Dosis: Die Kombination besteht aus 
Islatravir (2 mg) und Lenacapavir (300 mg) als 
wöchentliche orale Dosis.

• Wirkmechanismus:

• Islatravir ist ein nukleosidischer Reverse-
Transkriptase-Translokationsinhibitor (NRTTI).

• Lenacapavir ist ein Kapsidinhibitor, der die Hülle 
des Virus stört



Once-daily, single-tablet regimens have transformed care for 
persons living with human immunodeficiency virus type 1 (HIV-
1); however, challenges to adherence continue to limit effective 
treatment. Long-acting oral-drug combinations could offer new 
options with less frequent dose administration.
We conducted a phase 3, double-blind, randomized, active-
controlled, noninferiority trial in 12 countries to evaluate the 
efficacy and safety of a switch to once-weekly oral islatravir–
lenacapavir (ISL/LEN) from once-daily oral bictegravir–
emtricitabine–tenofovir alafenamide (B/F/TAF) in adults in 
whom HIV-1 had been virologically suppressed for at least 6 
months while they were receiving B/F/TAF. Participants were 
assigned in a 1:1 ratio to receive once-weekly ISL/LEN (2 
mg/300 mg) or to continue once-daily B/F/TAF for 96 weeks; all 
received matched placebo for the alternative regimen. The 
primary end point was the percentage of participants with an 
HIV-1 RNA level of 50 copies per milliliter or higher at week 48, 
as determined by the Food and Drug Administration–defined 
snapshot algorithm. Noninferiority was determined at a margin 
of 4 percentage points.



Islatravir, a nucleoside reverse-transcriptase translocation inhibitor, is approved for use 
in combination with doravirine for the treatment of HIV type 1 (HIV-1) infection. 
Lenacapavir is a first-in-class selective inhibitor of HIV-1 capsid function. Twice-yearly 
subcutaneous lenacapavir is approved for use in adults with multidrug resistance and 
limited options for treatment in combination with antiretroviral therapy, as well as for 
the prevention (preexposure prophylaxis) of HIV-1 infection. Both islatravir and 
lenacapavir have pharmacokinetic profiles that support once-weekly oral 
administration.
Given their distinct mechanisms of action and resistance profiles, islatravir in 
combination with lenacapavir (ISL/LEN) has the potential to be a long-acting, once-
weekly, single-tablet oral regimen for the treatment of HIV-1. In a phase 3 trial, we 
evaluated the efficacy and safety of a switch to ISL/LEN from once-daily bictegravir–
emtricitabine–tenofovir alafenamide (B/F/TAF) in adults with virologically suppressed 
HIV-1, with a planned follow-up period of 96 weeks. Here, we report the results for the 
primary efficacy end point and for the secondary and safety end points at week 48.



Participants and Procedures
Participants were eligible if they were adults (≥18 
years of age) with virologically suppressed HIV-1 (a 
documented plasma HIV-1 RNA level of <50 copies 
per milliliter) for at least 6 months before screening 
while they were receiving B/F/TAF and had no 
previous exposure to islatravir or lenacapavir, no 
previous virologic failure, and no active hepatitis B 
virus (HBV) infection.

Trial Design and Participant Flow through the Trial.
Panel A shows a diagram of the trial design. Panel B shows the 
screening, randomization, and follow-up of the participants. A total 
of 57 participants did not meet inclusion criteria, and 50 participants 
met exclusion criteria (the reasons, not mutually exclusive, are 
shown . The reasons for not undergoing randomization were 
withdrawal of consent (9 participants), loss to follow-up (3 
participants), and other reason (2 participants). The reasons for 
withdrawal by the investigator were extended time off treatment, 
personal issues, immunocompromise due to chemotherapy, use of 
investigational product not allowed at behavioral health facility, and 
nonadherance (in 1 participant each). B/F/TAF denotes bictegravir–
emtricitabine–tenofovir alafenamide, HBcAb hepatitis B core 
antibody, HBsAb hepatitis B surface antibody, HBsAg hepatitis B 
surface antigen, and ISL/LEN islatravir–lenacapavir.



Safety Summary









The hantavirus cases on the cruise ship were confirmed to be 
the Andes virus (ANDV).

During the April to June 2026 outbreak aboard the Dutch-
flagged expedition cruise ship MV Hondius, laboratory testing 
and viral sequencing quickly identified the pathogen specifically 
as the Andes strain of hantavirus.

Key Details of the Outbreak

• The Pathogen: While initially reported broadly as a 
hantavirus cluster, South African and international health 
authorities confirmed on May 6, 2026, that the specific 
culprit was Andes virus (ANDV).

• The Toll: The outbreak resulted in 13 total cases (12 
confirmed, 1 probable) and 3 deaths before the World 
Health Organization (WHO) officially declared the outbreak 
contained and over on July 2, 2026.

• Origin & Transmission: The index cases were a Dutch 
couple who had traveled through Patagonia 
(Argentina/Chile) on a bird-watching trip prior to boarding 
the ship in Ushuaia. They were exposed to the virus via its 
natural rodent reservoir, the long-tailed pygmy rice rat.

https://www.who.int/emergencies/disease-outbreak-news/item/2026-DON611
https://www.who.int/emergencies/disease-outbreak-news/item/2026-DON611


Summary
Andes virus (ANDV) is the sole orthohantavirus with documented human-to-human transmission. 
We summarize the epidemiology and clinical features of ANDV infection and review best practices 
in clinical management, as based on published expert consensus guidelines, field experience, and 
clinical trials. We also evaluate currently available and investigational treatments (including the 
use of antiviral agents), assess emerging monoclonal antibody therapies, and outline prospects 
for vaccine development. Finally, we discuss important infection prevention and control 
measures.
Andes virus (ANDV) is a member of the species Orthohantavirus andesense and the only 
orthohantavirus with documented human-to-human transmission. Orthohantaviruses are 
trisegmented, negative-sense, single-stranded RNA viruses. Rodents are the primary natural 
reservoir, although the virus has also been found in other small mammals, including moles and 
shrews. Like other orthohantaviruses in the Western hemisphere, infection with ANDV may cause 
hantavirus pulmonary syndrome (previously also known as hantavirus cardiopulmonary 
syndrome), which is associated with a high case fatality rate (25 to 40%). Survival depends on host 
and viral factors; early identification of hantavirus pulmonary syndrome followed by initiation of 
optimal supportive care has been associated with better outcomes in severe cases. This review 
summarizes the epidemiology, clinical features, diagnostics, infection-prevention considerations, 
and emerging therapeutics for ANDV infection.



The hantavirus cases on the 
cruise ship were confirmed to 
be the Andes virus (ANDV).



Epidemiology
The first known cases of ANDV infection in humans were documented in Argentina and Chile in 1995, 
after which hantavirus pulmonary syndrome was recognized as an endemic zoonosis in the Southern 
Cone of South America. Cases of human infection cluster in focal areas where ANDV is hyperendemic, 
but the majority of cases of hantavirus pulmonary syndrome across Argentina and Chile appear to be 
caused by other orthohantaviruses. Human infection primarily occurs through inhalation of aerosolized 
rodent excreta or direct contact with contaminated materials. Cases have traditionally been associated 
with exposure to rodent-infested rural dwellings or structures, landfills, dumps, or poorly ventilated 
spaces where aerosolization of contaminated dust may occur. Less common routes of human infection 
include inoculation during rodent bites and human-to-human transmission.
Observations of household and nosocomial clusters of ANDV infection have implicated prolonged or 
extensive contact with a person infected with ANDV as a risk factor for human-to-human transmission. 
Human-to-human transmission of ANDV has been documented in both Argentina (notably the Epuyén 
outbreak in 2018 and 2019) and Chile (household and nosocomial clusters). Human transmission has 
also been linked to the related Buenos Aires genotype (HU39694), but the effect of different variants 
on transmission is unclear. Nevertheless, human-to-human transmission is generally thought to be 
uncommon and is associated with household exposure, intimate contact, caregiving without suitable 
personal protective equipment (PPE), and prolonged exposure in poorly ventilated or crowded settings. 
No evidence supporting efficient community transmission of ANDV exists.







Conclusions
ANDV is an important emerging pathogen that is capable of causing rapidly 
progressive disease and high mortality. Clinicians should maintain a high 
index of suspicion in any patient who presents with fever and a severe, 
rapidly progressive respiratory illness and who has had exposure to the virus 
or a history of travel to a region where ANDV is endemic. Rapid onset of 
leukocytosis, an increased immunoblast percentage, and thrombocytopenia 
are important early clues. Notification to public health authorities to 
coordinate testing along with isolation of suspected and confirmed cases is 
essential. The cornerstone of treatment remains largely supportive and 
includes prompt, appropriate care with circulatory support in the ICU for 
hantavirus pulmonary syndrome; circulatory support may include 
venoarterial ECMO. Investigational medical countermeasures are in 
development and should be administered in research settings only. Infection 
prevention and control measures are crucial in reducing community and 
persistent transmission of the disease.





A 58-year-old woman was admitted to the hospital for rapidly progressive bilateral hearing 
loss. She reported no headache, vertigo, tinnitus, or dizziness. She had a childhood-onset 
hearing impairment of unknown cause, which had been stable since childhood and for which 
she used hearing aids.
The medical history was notable for a 20-year history of rheumatoid arthritis and a 6-year 
history of myasthenia gravis. Rheumatoid arthritis was managed with weekly subcutaneous 
methotrexate (15 mg) and twice-yearly rituximab (most recent infusion, 5 months earlier), 
with prednisone (20 mg per day) added 2 weeks before the current presentation for a disease 
flare and currently being tapered. Immunoglobulin levels before rituximab therapy were 
normal (IgG, 842 mg per deciliter; IgM, 87 mg per deciliter; IgA, 94 mg per deciliter). 
Myasthenia gravis was treated with pyridostigmine and intermittent intravenous immune 
globulin (IVIG), with the most recent course administered 2 years earlier. She also had 
hypertension, treated with metoprolol, and diet-managed diabetes. She reported no history 
of smoking or use of illicit drugs.
Two weeks before admission, she noted a gradual decline in hearing. This gradual decline was 
followed several days later by an abrupt worsening.

(Wortspiel)



Pure-tone audiometry showed bilateral 
moderate-to-severe sensorineural 
hearing loss with overlapping air- and 
bone-conduction thresholds (Figure 1A). 
The patient was admitted to the 
otolaryngology service, where treatment 
with high-dose prednisone (60 mg per 
day) was initiated for suspected 
idiopathic sudden sensorineural hearing 
loss. Inhalation of carbogen (a gas 
mixture of 5% CO2 and 95% O2) was also 
administered to promote cochlear 
vasodilation and increase oxygen 
delivery. No improvement was noted 
despite treatment.

Sequential Audiometry.
Panel A shows bilateral moderate-to-severe sensorineural hearing loss with no 
substantial air–bone gap. Panel B, obtained 12 days later, shows progression to 
severe-to-profound hearing loss. The x axis shows frequency (Hz), and the y axis 
shows hearing level (dB HL); thresholds plotted lower on the graph indicate 
poorer hearing. Red denotes the right ear and blue the left. Circles and crosses 
indicate air conduction, and angle brackets and square brackets indicate 
unmasked and masked bone conduction, respectively. Downward arrows indicate 
no response at the maximum output of the audiometer. The apparent air–bone 
gap at 500 Hz in Panel B should not be interpreted as a true conductive 
component, since the bone-conduction responses at this intensity probably 
reflect vibrotactile perception rather than true hearing.

https://www.nejm.org/doi/full/10.1056/NEJMcps2600385


Laboratory studies showed a white-cell count of 13,200 per cubic millimeter (95% neutrophils), a 
hemoglobin level of 13.2 g per deciliter, and a platelet count of 213,000 per cubic millimeter. The 
glycated hemoglobin level was 7.3% (reference range, 4 to 5.7). The alanine aminotransferase 
(ALT) level was 50 U per liter (reference range, 10 to 40), and the C-reactive protein (CRP) level 
was 18 mg per liter (reference range, <5). Results of other routine chemical and liver-function 
tests were normal. Salvage intratympanic glucocorticoid therapy was initiated, but hearing 
continued to deteriorate; a follow-up audiogram obtained 12 days after the first showed 
progression to severe-to-profound bilateral sensorineural hearing loss across all tested 
frequencies (Figure 1B).
Given the progressive hearing loss and concern for vasculitis, intravenous 
methylprednisolone was initiated. Tests for antinuclear antibodies, antineutrophil 
cytoplasmic antibodies, antiphospholipid antibodies, and rheumatoid factor were 
negative, and complement levels were normal. Treponemal antibody testing was 
negative. A chest radiograph was normal. Magnetic resonance imaging (MRI) of the head 
revealed scattered, nonspecific punctate hyperintensities on T2-weighted fluid-
attenuated inversion recovery images without pathologic enhancement, restricted 
diffusion, vasculitis, or leptomeningeal infiltration. High-resolution MRI of the inner ear 
with gadolinium enhancement showed no abnormal enhancement of the cochlea, 
labyrinth, or vestibulocochlear nerve.

https://www.nejm.org/doi/full/10.1056/NEJMcps2600385


On hospital day 9, the patient’s clinical course was complicated by the onset of low-grade 
fever, diarrhea, and myalgias localized to the hips and calves. The white-cell count increased to 
14,900 per cubic millimeter, and the CRP level increased to 189 mg per liter. The ALT level was 
61 U per liter, and the aspartate aminotransferase (AST) level was 90 U per liter. Blood and 
stool cultures were positive for Salmonella enterica serotype Enteritidis. The patient was 
transferred to the internal medicine service for management of disseminated infection.
Intravenous ceftriaxone was administered, and glucocorticoids were tapered. No exposure to 
suspected contaminated food or to ill children was reported. The IgG level was 484 mg per 
deciliter (reference range, 650 to 1600), the IgA level 49 mg per deciliter (reference range, 70 
to 400), and the IgM level 25 mg per deciliter (reference range, 50 to 300). HIV serologic 
testing was negative. CT angiography of the chest, abdomen, and pelvis showed no evidence 
of aortitis or mycotic aneurysms. Despite antimicrobial therapy, the patient’s clinical status 
continued to decline, with persistent intermittent fevers, new-onset thrombocytopenia 
(platelet count, 132,000 per cubic millimeter), an elevated creatine kinase level (941 U per 
liter; reference range, 40 to 200), an increased lactate dehydrogenase level (964 U per liter; 
reference range, 125 to 220), and progressive transaminitis (ALT level, 78 U per liter; AST level, 
113 U per liter).



On hospital day 15, proximal weakness in the legs and worsening myalgias developed, predominantly 
on the left side. There were no visual changes. Examination revealed 3/5 strength in the left iliopsoas 
and quadriceps, 4/5 in the left hamstrings, and 4/5 in the corresponding right proximal muscle groups. 
Bilateral leg edema was present. Tenderness to palpation was noted in the hips and calves, greater on 
the left side. Sensation was mildly reduced over the left hip and ankle. Patellar reflexes were 
symmetrically diminished with normal Achilles, plantar, and Babinski reflexes. There was no ptosis, 
and muscle strength remained stable during repeated effort. The gait was ataxic, and walking was 
limited to short distances. A single episode of bowel and bladder incontinence was reported.
MRI of the thoracic and lumbar spine showed disc protrusions from L2 to L5 with mild left-
predominant impingement of the L3, L4, and L5 nerve roots. MRI with gadolinium enhancement 
showed no epidural abscess, vertebral osteomyelitis, cord compression, or myelitis.
Nerve-conduction studies revealed a symmetric reduction in sensory and motor amplitudes across 
the arms and legs, with normal F-wave latencies, findings consistent with mild axonal neuropathy. 
Needle electromyography showed widespread spontaneous activity in the upper and lower limbs and 
the lumbar and thoracic paraspinal musculature. Low-amplitude polyphasic motor-unit potentials, 
suggestive of a myopathic pattern, were identified in several muscles, most prominently in the left 
iliopsoas and vastus lateralis, corresponding to the side of greater clinical weakness.
18F-fluorodeoxyglucose PET-CT showed bilateral uptake along the internal obturator muscles 
bilaterally (Figure 2) as well as along the sartorius muscles, without mass or lymphadenopathy.

https://www.nejm.org/doi/full/10.1056/NEJMcps2600385


Positron-Emission Tomography–
Computed Tomography.
Increased uptake of 18F-
fluorodeoxyglucose was observed 
along the obturator internus 
muscles bilaterally.

Lumbar puncture was performed. Analysis of the cerebrospinal fluid (CSF) revealed a white-cell 
count of 49 per cubic millimeter (73.5% neutrophils). The glucose level was 43 mg per deciliter 
(serum glucose level, 84 mg per deciliter), and the protein level was 63 mg per deciliter (normal 
range, 15 to 60).
Immunophenotyping and cytologic assessment of the CSF were negative for malignant cells. 
Testing for paraneoplastic autoimmune antibodies was negative. Bacterial cultures were 
negative; however, their sensitivity may have been compromised by the ongoing administration 
of ceftriaxone for the recent salmonella bacteremia. A polymerase-chain-reaction (PCR) assay 
of the CSF for herpes simplex virus and VZV was negative. Given the diagnostic uncertainty, an 
expanded molecular workup was undertaken; a multiplex PCR panel (BioFire Diagnostics 
Meningitis/Encephalitis Panel) was positive for enterovirus. 



After the initiation of IVIG, the patient’s fever and myalgia resolved, motor function improved 
gradually, and aminotransferase and creatine kinase levels normalized over a 4-week period. 
Viral clearance was confirmed by negative whole-blood PCR testing 3 weeks later. However, 
there was no appreciable improvement in hearing, and the patient was referred for an 
evaluation for a cochlear implant. At 4-month follow-up, she remained otherwise 
asymptomatic with no recurrence of fever or myalgia, and liver-function tests and creatine 
kinase levels had normalized.
Commentary
This patient presented to the otolaryngology service with sudden sensorineural hearing loss. 
Despite a history of rheumatoid arthritis, myasthenia gravis, and known immunosuppression, 
the presentation was initially managed as idiopathic sudden sensorineural hearing loss with 
high-dose glucocorticoids. However, the bilateral presentation and lack of response to this 
treatment prompted a broader differential diagnosis. It was only after the emergence of 
neuromuscular symptoms that further evaluation — including PCR assays of the CSF and blood 
— led to the diagnosis of disseminated chronic enteroviral infection.
Ultimately, this case underscores the potential for atypical presentations of infection 
in patients with immunodeficiency, especially that resulting from rituximab.

The name ECHO stands for Enteric Cytopathic Human Orphan. They were called "orphans" when first discovered in the 1950s because they 
caused observable changes in lab cells but were not yet linked to any specific diseases. They are a subgroup within the Enterovirus genus.



Atezolizumab ist ein humanisierter monoklonaler Antikörper, der als 
Checkpoint-Inhibitor in der Krebstherapie eingesetzt wird.

• Zielstruktur: Bindet an das Protein PD-L1 auf Tumorzellen und 
Immunzellen.

• Funktion: Blockiert die Wechselwirkung von PD-L1 mit PD-1, wodurch 
die T-Zell-Antwort reaktiviert und die körpereigene Immunabwehr 
gegen den Tumor gesteigert wird.

Wichtigste Anwendungsgebiete (Indikationen)

• Lungenkrebs: Nicht-kleinzelliges (NSCLC) und kleinzelliges 
Lungenkarzinom (SCLC), oft in Kombination mit Chemotherapie.

• Brustkrebs: Triple-negatives Mammakarzinom (TNBC) bei 
nachgewiesener PD-L1-Expression.

• Leberzellkarzinom (HCC): Fortgeschrittenes hepatozelluläres Karzinom 
(in Kombination mit Bevacizumab).

• Urothelkarzinom: Behandlung von Blasen- und Harnwegstumoren.

https://flexikon.doccheck.com/de/Atezolizumab
https://flexikon.doccheck.com/de/Atezolizumab
https://flexikon.doccheck.com/de/Atezolizumab


In inoperable NSCLC,
Checkpoint inhibitor 
did not help beyond 
irratiation



Progression free survival
Worse

Toxicity
Worse











Physiotherapy in 
ER saved time and 
money









Most-Favored-Nation (MFN) pricing is a policy or contractual 
arrangement where a seller agrees to give a buyer the absolute 
lowest price that they offer to any other customer or market. 

Context & Mechanics

• International Drug Benchmarking: Most prominently 
discussed in U.S. healthcare policy, MFN pricing ties 
domestic prescription drug costs to the lowest or second-
lowest net prices found in comparable high-income peer 
nations (such as OECD countries with similar GDP per 
capita). 

• Commercial & Contractual Clauses: In general business and 
B2B contracts, an MFN clause (or most-favored-customer 
clause) guarantees that a client will automatically receive 
any future price discounts given to a competitor if the seller 
drops prices elsewhere.

• Core Rationale: It prevents price discrimination, aiming to 
eliminate situations where domestic or specific buyers pay 
significantly higher rates than other groups for the identical 
good or service



Trump‘s plan to 
lower drug prices 
will fail because of 
manufacturers‘ 
behavior













Die United States Agency for International 
Development (USAID) war bis zu ihrer offiziellen 
Auflösung im Juli 2025 die weltgrößte Behörde für 
staatliche Entwicklungszusammenarbeit.

Hintergrund und Ende der Behörde

• Gründung: Die unabhängige US-Behörde wurde 
1961 ins Leben gerufen, um globale Armut zu 
bekämpfen und humanitäre Hilfe zu koordinieren.

• Auflösung: Unter US-Präsident Donald Trump 
wurden die Hilfsgelder Anfang 2025 zunächst 
eingefroren und die Behörde im Juli 2025 von 
Außenminister Marco Rubio offiziell aufgelöst.

• Umstrukturierung: Verbleibende und kompatible 
Aufgaben wurden daraufhin in das US-
Außenministerium eingegliedert, während über 80 
% der ursprünglichen Projekte gestrichen wurden.



Wichtigste Instrumente zur Umverteilung und Gesundheitsförderung

• Vermögenssteuer für Höchstvermögen

• Ansatz: 3-%-Steuer auf Milliardärsvermögen.

• Gesundheitseffekt: Kann bis zu 29,5 Mio. Todesfälle in ärmeren Staaten abwenden. 

• Mindeststeuer für Konzerne

• Ansatz: Globale Mindestbesteuerung multinationaler Unternehmen.

• Gesundheitseffekt: Schätzungsweise 20 Mio. vermiedene Todesfälle durch finanzierte Gesundheitsprogramme. 

• Finanztransaktionssteuern

• Ansatz: Kleine Abgaben auf globale Finanzströme.

• Gesundheitseffekt: Etwa 24 Mio. vermiedene Todesfälle durch stabile Entwicklungsbudgets.

• Bedingungslose Cash-Transfers & Basisrenten

• Ansatz: Direkte finanzielle Unterstützung für einkommensschwache Haushalte.

• Gesundheitseffekt: Verbessert Ernährungssicherheit und Mütter-/Kindergesundheit direkt.



Soaking the rich 
is an old idea 
that they will 
surely  resist





Official development 
assistance = ODA

Age standardized 
mortality rate = 
ASMR

Under 5 mortality 
rate = U5MR







Scenarios, not reality



Scenarios, not reality

„What could be done“































Plasma arginine vasopressin (AVP) levels are frequently 
elevated or show altered regulation in certain experimental 
and human forms of hypertension, such as essential 
hypertension, though the exact relationship remains 
complex and somewhat controversial.

Role of AVP in Hypertension

• Elevated Levels: Clinical and population-based studies 
often find higher circulating AVP (or its surrogate marker, 
copeptin) in patients with essential hypertension 
compared to normotensive controls. Levels can scale 
with hypertension severity or stage.

• Mechanisms: AVP contributes to blood pressure 
elevation through V2-receptor-mediated water retention 
in the kidneys (expanding blood volume) and V1-
receptor-mediated vasoconstriction, as well as potential 
central nervous system effects on autonomic pathways.

• Permissive Role: Long-term high blood pressure is rarely 
driven by AVP alone; instead, AVP often acts in a 
permissive or contributory way alongside fluid and 
sodium imbalance.

V1 V2





INTRODUCTION: Osteoarthritis (OA), the leading 
cause of disability among older adults, has long 
been considered a disease driven primarily by 
mechanical wear and tear. However, accumulating 
evidence indicates that OA is also influenced by 
systemic metabolic, endocrine, and vascular factors. 
Hypertension, which is highly prevalent in aging 
populations, is associated with an increased OA risk 
and greater severity. However, the mechanisms 
linking elevated blood pressure to impaired 
cartilage homeostasis remain undefined.



RATIONALE: Transcriptomic analyses in mice 
identified Avpr1a, which encodes the 
receptor for the neuroendocrine hormone 
arginine vasopressin (AVP), as one of the 
most strongly upregulated genes in OA 
chondrocytes. Further screening revealed 
that Avpr1a is the only AVP receptor gene 
that is up-regulated in articular cartilage. 
Because the AVP-AVPR1A axis plays a central 
role in blood pressure regulation, its 
dysregulation within cartilage suggests a 
direct molecular link between hypertension 
and OA. Given that circulating AVP 
concentration increases under hypertensive 
conditions, we hypothesized that 
hypertension-induced elevations in AVP act 
on OA-primed chondrocytes—sensitized 
through mechanical injury or aging—that up-
regulate AVPR1A, thereby activating catabolic 
signaling pathways.

RESULTS: We combined human cohort analyses 
with two hypertensive mouse models to define the 
mechanistic relationship between hypertension 
and OA. Logistic regression of population-scale 
data demonstrated that hypertension was 
independently associated with OA prevalence, 
with progressively stronger associations observed 
in advanced structural disease. In both mouse 
models, hypertension markedly exacerbated 
experimental OA, increasing cartilage erosion and 
subchondral bone plate thickening without 
affecting synovitis or osteophyte maturity. We 
further demonstrated that AVP is not synthesized 
locally within joint tissues but instead reaches the 
synovial fluid through the systemic circulation. 
AVPR1A expression was increased in OA cartilage 
but remained low in healthy, young cartilage. Both 
mechanical wear and tear and natural aging acted 
as priming factors by up-regulating basal AVPR1A 
expression.



Consequently, this priming, rather than 
hypertension alone, was required to activate 
the AVP-AVPR1A signaling axis. Activation of 
this pathway promoted catabolic signaling 
while suppressing anabolic signaling without 
inducing cellular senescence. Cartilage 
destruction required concurrent elevation of 
both AVP and AVPR1A. Genetic deletion or 
local intra-articular pharmacological 
antagonism of AVPR1A prevented 
hypertension-induced cartilage degeneration, 
demonstrating that hypertension-driven OA 
progression depends specifically on AVP-
AVPR1A signaling. Finally, transcriptomic and 
functional analyses identified NR4A3 as the 
principal transcriptional effector linking 
hypertensive endocrine signaling to 
chondrocyte catabolism, independent of the 
renin-angiotensin-aldosterone system or 
oxytocin receptors.

Hypertension accelerates OA through AVP-AVPR1A signaling. 
Elevated circulating AVP in hypertension exacerbates cartilage 
degeneration in mechanically injured or aged joints. Under OA 
conditions, chondrocytes selectively up-regulate AVP receptor 
AVPR1A, rendering articular cartilage highly responsive to 
systemic AVP. Activation of this signaling axis drives downstream 
NR4A3 transcription, increasing catabolic enzyme expression 
while suppressing anabolic cartilage matrix synthesis to promote 
disease progression. DOCA, deoxycorticosterone acetate; HIF-
2α, hypoxia-inducible factor 2α; IL-1β, interleukin-1β; ZIP8, zinc 
importer ZIP8.



CONCLUSION: These findings establish the 
AVP-AVPR1A axis as an endocrine-skeletal 
signaling pathway through which systemic 
hypertension accelerates OA progression. 
Hypertension elevates circulating AVP, OA 
primes chondrocytes to express AVPR1A, 
and their combined activation drives 
cartilage matrix breakdown and 
subchondral bone remodeling. Targeting 
AVPR1A or its downstream mediators 
offers a therapeutic strategy to slow OA 
progression in hypertensive individuals 
experiencing joint injury or advanced age.

A whole-body view of osteoarthritis
Osteoarthritis is not exclusively caused by localized inflammation in bone joints that leads to cartilage damage. It is also 
driven by metabolic dysfunction across the body. Both vascular and neural signaling pathways can affect joint health. 
The hormones endothelin-1 and arginine vasopressin, which is produced by the hypothalamus and binds to AVP 
receptor 1A (AVPR1A), have a dual role: They increase blood pressure, which can lead to hypertension, and also joint 
inflammation, which promotes osteoarthritis.

NR4A3 (also known as NOR1 or 
neuron-derived orphan receptor 1) 
is a human gene that encodes an 
intracellular transcription factor 
and orphan nuclear receptor 
involved in cell growth, 
metabolism, and programmed cell 
death.




