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A 6-month-old baby boy was referred to a 
pediatric neurology clinic in Brazil for 
evaluation of developmental delay. At the 
beginning of the second trimester, the baby’s 
mother had had a rash. At birth, the baby had 
microcephaly. He subsequently developed 
severe developmental delay and epilepsy. 
Prenatal ultrasonography at 12 weeks’ 
gestation and at 29 weeks’ gestation are shown. 
What is the underlying etiology?

Congenital cytomegalovirus

Congenital toxoplasmosis

Congenital Zika syndrome

Inborn error of metabolism

In utero toxin exposure

A diagnosis of probable congenital Zika syndrome was made. 
The baby’s mother had tested positive for Zika virus while 
pregnancy during the 2015-2016 Zika virus epidemic. At birth, 
the baby had a positive serum IgM test for Zika virus. Physical, 
occupational, and speech therapy was recommended.

-
-



ctDNA-guided treatment means using circulating tumor DNA (ctDNA) from a blood test (liquid 
biopsy) to personalize and manage cancer therapy, helping doctors decide if, when, 
and what treatment (like chemo, immunotherapy) a patient needs, especially after surgery, by 
finding microscopic cancer (minimal residual disease or MRD) and tracking treatment 
response, reducing overtreatment while catching recurrence early.



Atezolizumab (Handelsname Tecentriq) ist ein monoklonaler Antikörper, der als Immuntherapie Krebs bekämpft, indem 
er das Protein PD-L1 blockiert, welches Tumorzellen nutzen, um Immunzellen abzuschalten. Es wird bei verschiedenen 
Krebsarten eingesetzt, darunter nicht-kleinzelliges Lungenkarzinom (NSCLC), kleinzelliges Lungenkarzinom (SCLC) und 
Leberzellkarzinom (HCC). Die Verabreichung erfolgt als Infusion oder, neuerdings, als subkutane Injektion (Tecentriq 
Hybreza), um die körpereigene Immunabwehr gegen den Krebs zu stärken.



Patients with muscle-invasive bladder cancer have varied 
outcomes after cystectomy. Circulating tumor DNA (ctDNA)–
based detection of molecular residual disease may identify 
patients at high risk for recurrence after cystectomy who can 
benefit from adjuvant immunotherapy, thus sparing patients at 
lower risk from unnecessary treatment burden.
In a phase 3, double-blind, randomized trial, we used serial 
ctDNA testing to monitor (for up to 1 year) patients with 
muscle-invasive bladder cancer and no radiographic evidence 
of disease after surgery. Eligible patients who tested ctDNA-
positive during surveillance were randomly assigned in a 2:1 
ratio to receive intravenous atezolizumab or placebo every 4 
weeks for up to 1 year. The primary end point was investigator-
assessed disease-free survival. Overall survival was a secondary 
end point that was assessed in a hierarchical fashion to control 
for alpha. Patients who persistently tested ctDNA-negative did 
not receive atezolizumab or placebo.



Muscle-invasive bladder cancer is an aggressive disease that is typically treated with radical 
cystectomy, with or without neoadjuvant therapy. These interventions are curative for many 
patients; however, disease recurrence, which is associated with poor prognosis and unfavorable 
survival, will develop in approximately 50% of patients. Hence, adjuvant immunotherapy is 
recommended, but data showing a significant survival advantage with this approach are lacking.
Given patients’ varied outcomes after cystectomy, a goal is to differentiate patients with occult 
residual disease in whom additional treatment is recommended from those in whom the burden of 
unnecessary therapy can be safely avoided. Circulating tumor DNA (ctDNA)–based detection of 
molecular residual disease is a prognostic biomarker in several cancers and has been used to 
determine which patients are likely to benefit from adjuvant chemotherapy in colon cancer. In 
muscle-invasive bladder cancer, growing evidence suggests that ctDNA testing also may aid in 
informing decisions about adjuvant treatment. Exploratory data and single-group studies have 
shown that ctDNA status is strongly prognostic after cystectomy. In addition, the benefit of adjuvant 
immunotherapy may be restricted to patients with ctDNA-positive status. However, data from 
prospective randomized trials in muscle-invasive bladder cancer are lacking, although they are 
necessary in order to change global practice. Therefore, the use of ctDNA analysis in muscle-
invasive bladder cancer remains exploratory.



Patients
Patients with muscle-invasive bladder cancer were eligible for the surveillance phase if they were at 
least 18 years of age, had an Eastern Cooperative Oncology Group performance-status score of 2 or 
less (on a scale from 0 to 5, with higher scores indicating greater disability), had (y)pT2–4aN0M0 or 
(y)pT0–4aN+M0 surgical staging, were disease-free as assessed radiographically by the investigator, 
and were enrolled 6 to 24 weeks after cystectomy.
Patients with a ctDNA-positive test result at any time during surveillance who remained disease-free 
as assessed radiographically by the investigator (confirmed at an independent review facility) and 
met the eligibility criteria for the treatment phase underwent randomization. 
Trial Design and Treatment
During the surveillance phase, serial ctDNA monitoring was conducted in patients outside mainland 
China with the Signatera molecular residual disease test and in patients in mainland China with 
molecular residual disease testing from Tianjin Medical Laboratory, BGI; tests were purchased at full 
cost.
End Points
The primary end point was investigator-assessed disease-free survival, defined as the time from 
randomization to the first recurrence (local, urinary tract, or distant metastasis of urothelial 
carcinoma) or death from any cause.
 





Safety Summary.







Dulaglutid ist ein GLP-1-Rezeptoragonist, ein Medikament 
zur Behandlung von Typ-2-Diabetes, das den 
Blutzuckerspiegel durch Nachahmung des natürlichen 
Hormons GLP-1 senkt, indem es die Insulinproduktion bei 
Bedarf steigert, die Glukosefreisetzung der Leber hemmt 
und die Magenentleerung verlangsamt. Es wird einmal 
wöchentlich als subkutane Injektion verabreicht und hilft 
auch, das Sättigungsgefühl zu erhöhen und das Risiko für 
Herz-Kreislauf-Erkrankungen zu senken.

Tirzepatid ist ein neuartiger dualer GIP/GLP-1-Rezeptoragonist, 
ein injizierbarer Wirkstoff zur Behandlung von Typ-2-
Diabetes und Adipositas (starkes Übergewicht), der Blutzucker 
senkt und das Hungergefühl reduziert, indem er körpereigene 
Hormone nachahmt. Es wird einmal wöchentlich selbst 
gespritzt und hilft bei der Gewichtsabnahme sowie bei 
Adipositas-bedingter Schlafapnoe. Die häufigsten 
Nebenwirkungen sind Magen-Darm-Beschwerden wie Übelkeit, 
Durchfall und Erbrechen.

glucagon-like peptide-1 and glucose-dependent insulinotropic polypeptide receptors, 



Tirzepatide, a dual incretin agonist of the glucagon-like peptide-
1 and glucose-dependent insulinotropic polypeptide receptors, 
has favorable effects on glycemic control and body weight. The 
effects on cardiovascular outcomes are uncertain.
We conducted an active-comparator–controlled, double-blind, 
noninferiority trial in which patients with type 2 diabetes and 
atherosclerotic cardiovascular disease were randomly assigned 
in a 1:1 ratio to receive a weekly subcutaneous injection of 
tirzepatide (up to 15 mg) or dulaglutide (1.5 mg), an agent that 
has been shown to reduce the incidence of cardiovascular 
events. The primary end point was a composite of death from 
cardiovascular causes, myocardial infarction, or stroke and was 
tested for noninferiority of tirzepatide to dulaglutide with a 
margin of 1.05 for the upper limit of the 95.3% confidence 
interval for the hazard ratio. An upper limit of less than 1.00 
was considered to indicate superiority of tirzepatide to 
dulaglutide.



Tirzepatide is a dual agonist of the GLP-1 and glucose-dependent insulinotropic polypeptide 
receptors. Clinical trials have shown that tirzepatide leads to incremental benefits with respect to 
glycemic control, weight, atherogenic lipoprotein levels, blood pressure, and kidney-related outcomes 
as compared with selective GLP-1 receptor agonists or other glucose-lowering agents. These benefits, 
if sustained over time, could also have incremental effects on the incidence of atherosclerotic events. 
However, data from a randomized, clinical trial of the effect of tirzepatide on cardiovascular outcomes 
have been lacking.
The established role of GLP-1 receptor agonists in the management of type 2 diabetes in patients with 
high cardiovascular risk precluded direct comparison of tirzepatide with a placebo control in a large, 
long-term clinical trial. We conducted the Study of Tirzepatide Compared with Dulaglutide on Major 
Cardiovascular Events in Participants with Type 2 Diabetes (SURPASS-CVOT) to determine the 
cardiovascular effects of tirzepatide as compared with those of the selective GLP-1 receptor agonist 
dulaglutide in patients with type 2 diabetes and established atherosclerotic cardiovascular disease. 
Because dulaglutide has been shown to reduce the incidence of cardiovascular events as compared 
with placebo, we sought to determine whether tirzepatide was noninferior to dulaglutide with 
respect to cardiovascular events, as well as whether tirzepatide was associated with a greater 
cardiovascular benefit.



Patients at least 40 years of age were eligible if they had type 2 diabetes with a glycated hemoglobin level 
between 7.0% (53 mmol per mole) and 10.5% (91 mmol per mole), a body-mass index (BMI; the weight in 
kilograms divided by the square of the height in meters) of at least 25, and established atherosclerotic 
cardiovascular disease in at least one vascular territory. Among the exclusion criteria were any 
cardiovascular event in the 60 days before screening, use of a GLP-1 receptor agonist or pramlintide in the 
3 months before screening, planned treatment for diabetic retinopathy or macular edema, chronic 
advanced heart failure, a history of pancreatitis, a clinically significant abnormality in gastric emptying or 
previous bariatric surgery, active liver disease (not including metabolic dysfunction–associated 
steatohepatitis), an estimated glomerular filtration rate (eGFR) of less than 15 ml per minute per 1.73 m2 
of body-surface area or use of long-term dialysis, or a family or personal history of multiple endocrine 
neoplasia or medullary thyroid carcinoma. 
Randomization and Trial Regimen
Eligible patients were randomly assigned in a 1:1 ratio to receive weekly subcutaneous injections of 
tirzepatide at a dose adjusted up to 15 mg or dulaglutide at a dose of 1.5 mg. Randomization was 
stratified according to country and the use of sodium–glucose cotransporter 2 (SGLT2) inhibitors at 
baseline. Tirzepatide was initiated at a dose of 2.5 mg and increased by 2.5 mg every 4 weeks to a 
maximum of 15 mg or to the maximum tolerated dose. Because the dose of dulaglutide remained at 1.5 
mg throughout the trial, a sham dose-escalation scheme was used to maintain trial blinding. 
Trial End Points
The primary end point was a composite of MACE and others.



Primary and Key Secondary End Points.



Adverse Events.







HPV (Humane Papillomaviren) sind sehr verbreitete Viren, die Haut- und Schleimhäute infizieren 
und meist harmlos sind, sich selbst heilen; jedoch können bestimmte Hochrisiko-Typen (z.B. 16, 
18) Krebsvorstufen und Krebs verursachen, besonders Gebärmutterhalskrebs, während 
Niedrigrisiko-Typen (z.B. 6, 11) Feigwarzen auslösen. Übertragung erfolgt durch direkten 
Hautkontakt (Sex, Küssen), Schutz bietet die Impfung, die vor den gefährlichsten Typen 
schützt. Regelmäßige Vorsorgeuntersuchungen (Pap-Abstrich, HPV-Test) sind wichtig.



Multidose human papillomavirus (HPV) vaccination is 
efficacious, yet the vaccine has been underused globally. 
Emerging data suggest that a single dose may provide 
protection. Whether a single dose of HPV vaccine would 
provide similar protection to two doses is uncertain.
In this trial, we assessed whether one dose of an HPV vaccine 
was noninferior to two doses. Girls 12 to 16 years of age were 
randomly assigned, in a 1:1:1:1 ratio, to receive one or two 
doses of a bivalent HPV vaccine or one or two doses of a 
nonavalent HPV vaccine. The primary end point was new HPV 
type 16 or 18 infection occurring from month 12 to month 60 
and persisting for at least 6 months. The prespecified 
noninferiority margin was 1.25 infections per 100 participants. 
We also assessed vaccine effectiveness by comparing HPV16 or 
HPV18 infection among the trial participants with that among 
girls and women enrolled in a nonrandomized survey.



In a post hoc analysis in the Costa Rica HPV Vaccine Trial, we found that protection against 
persistent HPV16 or HPV18 infection among women in a randomized population who 
received three doses of a bivalent vaccine was similar to that among women in a 
nonrandomized population who had received one dose, despite lower levels of antibodies 
among those who received one dose; the antibody levels in both groups remained 
protective a decade after vaccination. Additional nonrandomized data from India and a 
randomized, controlled efficacy trial in Kenya showed a high efficacy for a single dose of 
HPV vaccine. Sustained immune responses were observed in these studies, as well as in a 
trial conducted in Tanzania.
The double-blind, randomized, controlled ESCUDDO trial evaluated the noninferiority of 
one dose of a bivalent or nonavalent HPV vaccine to the respective two-dose regimens in 
the prevention of cervicovaginal HPV16 or HPV18 infection over a period of 5 years. The 
trial also used a survey of unvaccinated participants to assess vaccine effectiveness. The 
bivalent and nonavalent vaccines were chosen because they are approved by the Food and 
Drug Administration and prequalified by the WHO but differ in valency, adjuvant, and 
protection against different HPV types.



Procedures
At each visit, a participant-collected cervicovaginal specimen was obtained from trial 
participants who were 15 years of age or older and from all survey participants, regardless 
of whether they reported that they had become sexually active. Participants used a Dacron 
swab for collection, which was immediately placed in 2 ml of PreservCyt. The trial 
participants and survey participants completed questionnaires that addressed schooling, 
cigarette smoking, pubertal development, and (among participants ≥15 years of age) sexual 
history. Adverse events, both serious and nonserious, were coded and reported according to 
the International Classification of Diseases, 10th Revision, and were monitored until 
resolution, regardless of whether they were considered to be related to vaccination.
HPV Testing
TypeSeq2, a targeted sequencing assay that has been shown to detect 46 HPV types with 
high positive agreement in repeated testing and against established assays for most 
carcinogenic and noncarcinogenic genotypes, was used for outcome determination.
End Points and Analyses
The primary end point for the noninferiority analysis was incident, persistent HPV16 or 
HPV18 infection (HPV16 or HPV18 infection that occurred during the period from month 12 
to month 60 and persisted for at least 6 months).





Noninferiority Analysis.

Analysis of Vaccine Effectiveness.

Analysis of Vaccine Effectiveness According to HPV Type.





Tuberculous Meningitis (TBM) is a severe infection and inflammation of the brain/spinal cord 
linings (meninges) caused by Mycobacterium tuberculosis, often spreading from the lungs; it 
develops slowly, causing headaches, fever, stiff neck, confusion, and light sensitivity, and 
requires prompt, long-term treatment with anti-TB drugs, as it's a leading cause of death or 
disability from TB without treatment, especially in immunocompromised individuals.



Tuberculous meningitis is often lethal, and many survivors have 
disabilities despite antimicrobial treatment and adjunctive 
glucocorticoid therapy. Standard-dose rifampin has limited 
central nervous system penetration. Whether high-dose 
rifampin could improve survival outcomes is unknown.
We performed a double-blind, randomized, placebo-controlled 
clinical trial involving adults with tuberculous meningitis in 
Indonesia, South Africa, and Uganda. We assigned persons with 
and those without human immunodeficiency virus (HIV) 
coinfection to receive standard daily isoniazid, rifampin (at a 
dose of 10 mg per kilogram of body weight), ethambutol, and 
pyrazinamide plus either additional rifampin (for a cumulative 
dose of 35 mg per kilogram; high-dose group) or matched 
placebo (standard-dose group) for 8 weeks; participants in both 
groups received standard therapy for the remainder of the 9-
to-12-month treatment course. The primary outcome was 6-
month mortality.



Tuberculous meningitis is a severe manifestation of tuberculosis. Despite guidelines recommending 
treatment with isoniazid, pyrazinamide, ethambutol, and rifampin (at a dose of 10 mg per kilogram of 
body weight daily), outcomes of tuberculous meningitis remain poor, with mortality as high as 50% 
among persons with human immunodeficiency virus (HIV). Rifampin (also known as rifampicin) is a 
cornerstone drug for the treatment of tuberculous meningitis, as evidenced by the higher mortality in 
rifampin-resistant disease, but it has limited penetration into cerebrospinal fluid (CSF), with 
approximately 5% of the levels found in plasma. Consequently, standard rifampin dosing leads to 
undetectable levels in CSF in the majority of persons with tuberculous meningitis, a finding that 
arouses concerns regarding the adequacy of standard rifampin dosing.
Emerging evidence suggests that higher rifampin doses may improve treatment outcomes among 
patients with tuberculous meningitis. Four phase 2 trials have shown a dose–exposure relationship for 
rifampin, with higher doses leading to higher drug levels in plasma and CSF. A trial in Vietnam involving 
817 persons with tuberculous meningitis who received oral rifampin at a dose of 15 mg per kilogram 
showed no benefit. However, a meta-analysis of phase 2 trials in Indonesia indicated that a rifampin 
dose of 30 mg per kilogram daily resulted in a total (protein-unbound plus bound) rifampin plasma 
exposure that was higher by a factor of 4.7 and was associated with a 40% higher 6-month survival — 
although the uncertainty in the estimate of the effect was large (relative standard error, 86%). Given 
the mixed evidence, a well-powered, randomized clinical trial evaluating high-dose rifampin was 
deemed necessary.



Trial Population and Setting
The trial aimed to enroll 500 eligible participants 18 years of age or older with tuberculous meningitis at 
nine hospitals. Eligibility criteria included microbiologically confirmed tuberculosis (defined by a positive 
result in a CSF sample with the use of the Xpert MTB/RIF Ultra assay [Cepheid], a Mycobacteria Growth 
Indicator Tube culture [Becton Dickinson], or smear microscopy) or tuberculous meningitis considered to 
be probable or possible on the basis of abnormal CSF values and clinical findings, with antituberculous 
treatment planned. 
Intervention and Randomization
We randomly assigned participants in a 1:1 ratio to receive oral rifampin either at a high dose or at a 
standard dose for the first 8 weeks; participants in both groups received standard therapy for the 
remainder of the treatment course, which was 9 to 12 months in total. Participants in the high-dose 
group received oral rifampin at a dose of approximately 35 mg per kilogram daily for the first 8 weeks. 
Outcomes
The primary outcome was 6-month mortality. Secondary outcomes included 12-month mortality, 
functional status as measured by the modified Rankin scale (range, 0 to 6, with higher scores indicating 
worse disability) at week 24 and the Liverpool Outcome score (range, 1 [death] to 5 [full recovery] in 15 
questions) at 2 weeks and at 6 months, neurocognitive performance at 2 months and at 12 months, 
duration of hospitalization, treatment discontinuation for any cause for 5 days or more in the first 8 
weeks, rehospitalization due to neurologic decline, and the incidence of adverse events of grade 3 or 
higher and serious adverse events, including hepatotoxic effects.



Clinical Adverse Events and Laboratory Abnormalities.









Das Masernvirus ist ein ausschließlich humanpathogener, etwa 100–250 Nanometer großer Erreger der 
Masern aus der Familie der Paramyxoviridae. Das einzige Reservoir bildet der infizierte Mensch. Experimentell 
können auch Hunde infiziert werden, bilden jedoch keine Symptome aus. Morbillivirus ist eine Virus-Gattung 
der Familie Paramyxoviridae, Ordnung Mononegavirales. Es handelt sich um hochansteckende behüllte Viren 
mit einem helikalen Kapsid. Das Genom besteht aus einer einzelsträngigen, nicht-segmentierten RNA mit 
negativer Polarität.
Morbillivirus ist eine Virus-Gattung der Familie Paramyxoviridae, Ordnung Mononegavirales. Es handelt sich 
um hochansteckende behüllte Viren mit einem helikalen Kapsid. Das Genom besteht aus einer 
einzelsträngigen, nicht-segmentierten RNA mit negativer Polarität (ss(−)RNA). Die Virushülle besitzt 
sogenannte Spikes, deren Glycoproteine Hämagglutinin-, Neuraminidase- und hämolytische Aktivität besitzen.

The measles vaccine (MMR) works by targeting conserved, essential epitopes on the virus's 
surface proteins, primarily the Hemagglutinin (H) protein, which mediates cell attachment, and 
also the Fusion (F) protein, triggering neutralizing antibodies against these key areas, including 
conserved regions near the receptor-binding site (RBS) and other stable sites, ensuring broad 
protection across different measles virus genotypes.



Measles is a highly contagious virus with a primary case reproduction number (i.e., the average 
number of secondary cases per case patient) of 12 to 18. It is currently spreading rapidly owing 
to reduced measles vaccination coverage, which is due primarily to the disruption of local 
immunization programs by the coronavirus disease 2019 (Covid-19) pandemic and of growing 
vaccine hesitancy. Since 2024, all World Health Organization (WHO) regions have reported 
increased numbers of measles cases, with 395,521 laboratory-confirmed measles cases 
reported in 2024 and 16,147 reported during the first 2 months of 2025. Patients in more than 
half the reported cases were hospitalized, so the true number is probably much higher.
This review covers clinical presentations and complications of measles, current 
recommendations, and the epidemiologic background of measles. It also addresses the current 
debates on immunization and the treatment of measles and presents information on the origins 
of the various measles vaccines and updates on measles diagnostic testing and molecular 
genotypes.





R value = 12

Low vitamin A is risk

2 doses recommended

Impf plaster kommt



Incidence of Severe Complications Associated with Measles Summary of Current Measles Vaccination 
Recommendations in the United States.



U.S. Recommendations for Vitamin A 
Supplementation in Patients with Measles.



Conclusions and Perspectives
There has been little improvement in global measles control over the past two decades. With a declining 
environment for global health, it is possible that the situation will get worse. Estimates of measles morbidity and 
mortality associated with vaccine hesitancy are needed to help contain vaccine hesitancy. Enhanced research during 
measles outbreaks is crucial to address population immunity gaps and improve vaccine coverage in the current 
measles vaccination program. Rapid diagnostic tests could be used routinely as part of measles global surveillance 
and could improve the timing of measles outbreak responses.
Postmeasles pneumonia has been shown to be largely due to Streptococcus pneumoniae. The use of a booster dose 
of pneumococcal conjugate vaccine for patients recovering from measles to help overcome temporary immunologic 
amnesia and possibly prevent fatal postmeasles pneumonia is a potential strategy. Clinical trials are needed to 
determine the appropriate time to administer pneumococcal conjugate vaccine during measles recovery.
Measles disease is most severe in young infants. Studies from West Africa have shown that measles vaccine can be 
highly effective, even when it is given as early as 4 months of age. This finding needs to be reevaluated in the 
modern era.
Efforts have been made to improve vaccine delivery and storage. Microneedle patches have been developed that 
offer the possibility of providing vaccination against measles and other conditions in remote areas where cold-chain 
transport is difficult. Microneedle patches also provide a pain-free, simplified method of vaccine administration. This 
innovation may help to improve vaccination coverage and reduce cold-chain issues. Additional randomized, 
controlled trials are needed to evaluate the efficacy of microneedle patches. In addition, further research on new 
measles vaccine candidates that can be given to younger infants is needed, because such vaccines may be required 
for eradication of measles.

























A 55-year-old woman was admitted to this hospital because of recurrent rectal bleeding and shortness 
of breath.
The patient had been in her usual state of health until 6 months before the current presentation, when 
hematochezia developed. She was evaluated at the emergency department of another hospital. The 
hemoglobin level was 8.0 g per deciliter (reference range, 12.0 to 16.0), with a normal mean 
corpuscular volume; the white-cell count and platelet count were normal. The patient was admitted to 
the hospital, and colonoscopy was performed; internal hemorrhoids were detected, but no masses, 
ulcers, or polyps were noted. Treatment with oral iron was initiated, and she was discharged home.

Three months before the current presentation, hematochezia developed again, and the patient 
presented to the emergency department of a second hospital. The hemoglobin level was 6.4 g per 
deciliter, with a mean corpuscular volume of 73 fl (reference range, 80 to 100). The white-cell count 
was 3700 per microliter (reference range, 4000 to 11,000), and the platelet count was normal. The 
ferritin level was 5 μg per liter (reference range, 10 to 200), and the transferrin saturation was 3% 
(reference range, 14 to 50). The patient was admitted to the second hospital. Two units of packed red 
cells were transfused, and an intravenous infusion of iron was administered.



Esophagogastroduodenoscopy (EGD) with additional enteroscopy reportedly showed a normal-
appearing esophagus, stomach, and duodenum. Owing to the patient’s anatomy, only the proximal 
jejunum could be seen and its appearance was normal; no blood was noted in the gastrointestinal 
tract. The rectal bleeding abated spontaneously, and the patient was discharged home.
Two weeks later, the patient was evaluated in the outpatient gastroenterology clinic of the second 
hospital. Video-capsule endoscopy was reportedly negative. Given the negative endoscopic 
evaluation, treatment with scheduled iron infusions was started.
Two months before the current presentation, the patient had recurrent hematochezia, along with 
fatigue, prompting her to present to the emergency department of this hospital. The vital signs 
were normal, and the hemoglobin level was 6.8 g per deciliter, which led to admission to this 
hospital. Results of serum protein electrophoresis were normal, as were the serum levels of free 
kappa and free lambda light chains. The blood levels of copper, lead, and zinc were also normal. 
One unit of packed red cells was transfused, and intravenous iron was administered, which resulted 
in a decrease in symptoms. Given the recent negative endoscopic evaluation and the absence of 
ongoing rectal bleeding, further investigation was deferred, and the patient was discharged home 
with instructions to return to her gastroenterologist for follow-up care.



Computed tomography (CT) with angiography was performed according to a 
gastrointestinal bleeding protocol that was specific to the abdomen and pelvis. No 
active gastrointestinal bleeding was identified on imaging. The celiac and mesenteric 
arterial vasculature was normal, including a patent hepatic artery and superior 
mesenteric artery (Figure 1A and 1B). There was occlusion of the left portal vein with 
restoration of flow in the distal segment (Figure 1C). The right portal vein was dilated, 
and stenosis was present at the junction of the right portal vein and the main portal 
vein, which was patent (Figure 1D and 1E). Associated splenomegaly was noted, along 
with portosystemic collaterals in the hepatic hilum. The study also showed evidence of a 
previous hepaticojejunostomy in the hepatic hilum surrounded by the collaterals and 
the presence of expected pneumobilia associated with hepaticojejunostomy (Figure 1F).

https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535
https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535
https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535
https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535


The patient’s medical history was notable for seronegative ocular 
myasthenia gravis and symptomatic premature ventricular complexes, for 
which she had undergone cardiac ablation. Surgical history was notable 
for cholecystectomy, which had been performed 20 years before the 
current presentation; the procedure had been complicated by laceration 
of the bile duct, for which she had undergone open repair and 
hepaticojejunostomy. Appendectomy had been performed 4 years before 
the current presentation. The patient took no medications. She did not 
take nonsteroidal antiinflammatory drugs or dietary supplements. She had 
no known adverse reactions to medications. She lived in Massachusetts 
with her husband and adult child. She did not smoke, drink alcohol, or use 
recreational drugs. She was a retired educator. She reported no recent 
travel and had not lived outside the United States. She had no family 
history of liver disease, bleeding disorders, or cancer.
The oral temperature was 36.1°C, the blood pressure 99/55 mm Hg, the 
heart rate 61 beats per minute, the respiratory rate 16 breaths per 
minute, and the oxygen saturation 99% while the patient was breathing 
ambient air. The weight was 85 kg, and the body-mass index (the weight in 
kilograms divided by the square of the height in meters) was 30. On 
examination, the skin was pale but not jaundiced. The abdomen was soft 
and nontender, without distention or palpable organomegaly. She did not 
have Terry’s nails, spider angiomas, or palmar erythema.



Determining the Source of Blood Loss
After initial stabilization, the next step in the management of gastrointestinal bleeding is to 
determine the source of blood loss. The color of the stool can provide insight into the general 
location of gastrointestinal bleeding. This patient initially presented with hematochezia, the 
passage of red blood in the stool, which is indicative of either a lower gastrointestinal hemorrhage 
or a brisk episode of upper gastrointestinal bleeding. The subsequent occurrence of rectal 
bleeding that was described as melena is consistent with an upper gastrointestinal source, 
although bleeding in the proximal colon can also cause melena. Since this patient had passed both 
stool containing red blood and melena, the location of the bleeding is most likely in the upper 
gastrointestinal tract. Furthermore, the presence of both gastrointestinal hemorrhage and 
thrombocytopenia prompts consideration of underlying portal hypertension. In the context of 
portal hypertension, thrombocytopenia can occur as a result of splenic sequestration of platelets 
and, in persons with chronic liver disease, decreased thrombopoietin production. In this patient, 
the finding of thrombocytopenia is particularly notable because reactive thrombocytosis often 
occurs in the context of iron-deficiency anemia.

Terry's Nails sind eine Nagelveränderung, bei der die Nägel fast vollständig weiß 
erscheinen („Milchglas-Erscheinung“) und nur an der Spitze einen schmalen, rot-
braunen Streifen haben, der das Mondfeld verdeckt. Sie sind oft ein Hinweis auf 
Leberzirrhose, Herzinsuffizienz, Nierenversagen oder Diabetes, können aber auch 
durch normales Altern oder Mangelernährung verursacht werden und erfordern eine 
ärztliche Abklärung, um die zugrunde liegende Ursache zu behandeln.



Radiologic Diagnosis
Portal-vein stenosis causing postsurgical jejunal variceal 
bleeding at the level of the hepaticojejunostomy site.



Follow-up
On the night of the stenting procedure, fever developed, which 
was attributed to postembolization syndrome, given that no 
clinical signs of infection (other than fever) were present, no 
growth was seen on blood cultures, and there was no evidence of 
pneumonia on chest radiography. The day after the procedure, 
the hemoglobin level was 6.7 g per deciliter, and 1 unit of packed 
red cells was transfused. The hemoglobin level subsequently 
increased to 8.7 g per deciliter. Over the course of the next few 
days, the patient’s melena abated. She was discharged home 4 
days after the procedure.
CT angiography of the abdomen performed 18 days after the 
stenting procedure showed a nonocclusive thrombus in the distal 
end of the portal-vein stent (Figure 4A). Thrombus formation in 
this location was thought to be associated with a size mismatch 
between the stent and the poststenotic dilatation of the portal 
vein, resulting in turbulent flow. At this time, the patient’s 
gastrointestinal bleeding had not recurred; thus, a decision was 
made to start treatment with apixaban for the thrombus 
associated with the stent.

https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535


Two months after the stenting procedure, follow-up CT angiography showed a decrease in the extent 
of the thrombus and a patent portal-vein stent (Figure 4B). Four months after the procedure, the 
hemoglobin level was 12.4 g per deciliter. The patient was able to continue anticoagulant therapy 
without bothersome side effects, and she had had no further episodes of gastrointestinal bleeding. 
MRCP performed 5 months after the procedure (Figure 4C) showed a radiologically significant 
decrease in perihilar hepatic enhancement, which indicated decreased filling of the varices near the 
hepaticojejunostomy site. This finding is not consistent with a hilar neoplasm as the cause of her 
portal-vein occlusion.
Does it seem odd that this marked portal-vein bleeding commenced briskly and suddenly after so 
many decades if the bleeding was due to benign postsurgical changes?
It is undoubtedly an unusual aspect of the case. This may have been a situation in which years of 
remodeling in the vasculature led to gradual rises in portal pressure until a critical point was reached. 
An analogy can be drawn to many patients with cirrhosis and portal hypertension who can have 
subclinical portal hypertensive complications, such as varices, for years until a decompensation point is 
reached and frequent bleeding ensues.
The degree of portal stenosis over time was also unknown, given that we did not have any previous 
cross-sectional imaging findings. Thus, it is unclear whether the portal stenosis worsened over time in 
the context of fibrotic remodeling, which could have contributed to a more progressive manifestation 
of her portal hypertension.

https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535
https://www.nejm.org/doi/full/10.1056/NEJMcpc2513535


Orforglipron ist ein neuer, oral einzunehmender (als Tablette) GLP-1-Rezeptoragonist von Eli Lilly, der zur Behandlung von 
Adipositas und Typ-2-Diabetes entwickelt wird und eine Alternative zu den beliebten Abnehmspritzen darstellt. Er ahmt 
das körpereigene Hormon GLP-1 nach, was zu schnellerer und länger anhaltender Sättigung führt und den Appetit 
zügelt. Studien zeigen signifikante Gewichtsabnahme und Blutzuckerverbesserung, mit Plänen für Zulassungsanträge Ende 
2025.























Pancreatic ductal adenocarcinoma (PDAC) is the most common and aggressive type of pancreatic cancer, starting in the 
cells lining the pancreas's ducts that carry digestive enzymes, and is known for its poor prognosis due to late diagnosis. 
It's characterized by abnormal cell growth, often in the head of the pancreas, with symptoms like abdominal/back pain, 
jaundice, and weight loss, though it's often silent early on. Risk factors include smoking, diabetes, chronic pancreatitis, 
and family history, with a high fatality rate making it a major focus for research.





Perioperative chemotherapy is a comprehensive approach that includes both neoadjuvant and adjuvant phases, meaning chemotherapy is 
given before surgery (neoadjuvant) to shrink the tumor, and after surgery (adjuvant) to eliminate remaining cancer cells, aiming to improve 
outcomes by tackling the cancer systemically around the surgical window. While neoadjuvant therapy shrinks the tumor for easier surgery 
and adjuvant therapy kills leftover cells, perioperative treatment combines these to maximize effectiveness, especially in cancers like gastric 
or esophageal cancer.

EFS = event-free survival













Acute severe pain syndromes are medical conditions characterized by the sudden onset of intense, debilitating pain, 
often disproportionate to an underlying injury. While acute pain typically serves as a protective warning signal, these 
syndromes involve complex nervous system malfunctions that may transition into chronic conditions if not treated 
early.

What do give in the ambulance?
What if IV does not work?

















Allogeneic CAR T cells (also known as "off-the-shelf" CAR T) are genetically engineered immune cells derived 
from healthy third-party donors rather than the patient themselves. This approach aims to provide immediate, 
standardized, and more affordable treatment compared to personalized autologous therapies.



DORIS (Definition of Remission In SLE) 
remission in Systemic Lupus Erythematosus 
is a specific, evidence-based definition from 
an international task force, meaning the 
patient has no clinical lupus activity 
(clinical SLEDAI=0), a very low physician's 
global score (<0.5), and is on minimal or no 
corticosteroids (prednisone ≤5 mg/day), 
while still potentially using stable doses of 
antimalarials, immunosuppressants, or 
biologics. It signifies a major treatment 
goal, allowing some medications for control 
but ensuring no active lupus symptoms, 
aiming to prevent long-term organ 
damage.





Der SLEDAI-2K (Systemic Lupus Erythematosus Disease Activity Index 2000) ist ein klinischer 
Score zur Messung der Krankheitsaktivität bei Patienten mit Systemischem Lupus 
Erythematodes (SLE) innerhalb der letzten 10 Tage.













Amylin (auch Insel-Amyloid-Polypeptid, kurz IAPP) ist ein 
Peptidhormon, das gemeinsam mit Insulin in den Beta-Zellen 
der Bauchspeicheldrüse produziert und ausgeschüttet wird.

Funktionen und Wirkung
Im gesunden Körper unterstützt Amylin die Regulierung des 
Blutzuckerspiegels nach Mahlzeiten durch drei 
Hauptmechanismen:

•Sättigungsgefühl: Es wirkt direkt auf Sättigungszentren im 
Gehirn (insbesondere die Area postrema), um die 
Nahrungsaufnahme zu begrenzen.

•Verzögerte Magenentleerung: Es verlangsamt den Übertritt 
von Glukose aus der Nahrung ins Blut.

•Glukagon-Hemmung: Es unterdrückt die Ausschüttung von 
Glukagon, was die Glukosefreisetzung aus der Leber reduziert.

•Renin Freisetzung wird gesteigert.

Cagrilintid ist ein langwirksames, experimentelles Medikament, ein sogenanntes Amylin-Analog, das die Wirkung des natürlichen Hormons Amylin nachahmt und zur 
Appetitregulierung beiträgt, indem es das Sättigungsgefühl erhöht und die Magenentleerung verzögert. Es wird in der klinischen Entwicklung als Einzeltherapie und vor allem in 
Kombination mit dem GLP-1-Agonisten Semaglutid (als „CagriSema“) zur Gewichtsreduktion und zur Behandlung von Typ-2-Diabetes erforscht, mit vielversprechenden Ergebnissen 
in klinischen Studien.

?









Aiming high Falling prices have propelled a 
surge in solar and wind energy that far outstrips 
the growth of any other source. This chart shows 
installed capacity, a comparison that favors solar 
and wind, which can produce at full power only a 
few hours a day, unlike fossil and nuclear. But 
renewable sources together generated more 
electricity this year than coal.

China’s mighty industrial engine is the driver. 
After years of patiently nurturing the sector 
through subsidies, China now dominates global 
production of renewable energy technologies. 
It makes 80% of the world’s solar cells, 70% of 
its wind turbines, and 70% of its lithium 
batteries, at prices no competitor can match. 
“China really mastered this … with the help of 
the scale of its economy, its manufacturing 
capacity, and the fierce competition right at 
home,” says Li Shuo, director of the China 
Climate Hub at the Asia Society Policy Institute.
As production surged, prices fell and demand 
took off. Production scaled up to keep pace, 
further driving down prices and igniting more 
demand. The result was a virtuous circle in 
which renewable technologies grew into an 
industry that now accounts for more than 10% 
of China’s economy. Wind and solar became 
the cheapest energy in much of the world.



Tipped away from the Sun, a row of mirrors at China’s 
Shouhang Dunhuang concentrated solar power plant 
awaits servicing. Unlike solar panels, which generate 
power on their own, the plant’s 12,000 mirrors reflect 
sunlight to a central generating station





No joke!


