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Dear friends of clinical journal club - load the file down at https://www.mdc-

berlin.de/cjc. This website also gives you access to my seminar on Wednesdays 16:00 

English and 17:00 German. You need to click on Besprechung beizutreten. If it fails to 

work immediately, keep on clicking. 

The N Engl J Med image of the week concerns a 70-year-old woman with 

depression and irritable bowel syndrome, who presented to the emergency 

department with a 3-day history of altered mental status, shortness of breath, nausea, 

and vomiting. She had recently been self-medicating worsening irritable bowel 

symptoms. Physical examination was notable for a respiratory rate of 22 breaths per 

minute, confusion, and mild, diffuse abdominal pain. Laboratory testing showed 

primary anion-gap metabolic acidosis and primary respiratory alkalosis. Toxicity of 

which of the following is the most likely cause of her acute symptoms and the findings 

seen in this non-contrast abdominal radiograph? Bismuth Salicylate, Calcium 

Carbonate, Ferrous Sulfate, Magnesium hydroxide, and Simethicone. The cause is 

“Pepto-Bismol”. The first effective lipid-lowering drugs were fibrates directed against 

triglycerides. High triglyceride levels are associated with increased cardiovascular risk, 

but whether reductions in these levels would lower the incidence of cardiovascular 

events (in today’s world) is uncertain. Pemafibrate, a selective peroxisome 

proliferator–activated receptor α modulator, reduces triglyceride levels and improves 

other lipid levels. In a multinational, double-blind, randomized, controlled trial, 

investigators assigned patients with type 2 diabetes, mild-to-moderate 

hypertriglyceridemia (triglyceride level, 200 to 499 mg per deciliter), and high-density 

lipoprotein (HDL) cholesterol levels of 40 mg per deciliter or lower to receive 

pemafibrate (0.2-mg tablets twice daily) or matching placebo. Eligible patients were 

receiving guideline-directed lipid-lowering therapy or could not receive statin therapy 

without adverse effects and had low-density lipoprotein (LDL) cholesterol levels of 100 

mg per deciliter or lower. The primary efficacy end point was a composite of nonfatal 

myocardial infarction, ischemic stroke, coronary revascularization, or death from 

cardiovascular causes. Pemafibrate had no influence on cardiovascular events, even 

though triglycerides were effectively lowered. In February 2022, Massachusetts 

rescinded a statewide universal masking policy in public schools, and many 

Massachusetts school districts lifted masking requirements during the subsequent 
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weeks. In the greater Boston area, only two school districts — the Boston and 

neighboring Chelsea districts — sustained masking requirements through June 2022. 

The staggered lifting of masking requirements provided an opportunity to examine the 

effect of universal masking policies on the incidence of coronavirus disease 2019 

(Covid-19) in schools. The data indicate an increase in cases after lifting of masking. 

Interestingly, the victims were the staff and teachers, not the school kids. For 

resuscitation, the paddles or electrode pads are placed from upper right shoulder to 

cardiac apex left. Despite advances in defibrillation technology, shock-refractory 

ventricular fibrillation remains common during out-of-hospital cardiac arrest. Double 

sequential external defibrillation (DSED; rapid sequential shocks from two 

defibrillators) and vector-change (VC) defibrillation (switching defibrillation pads to an 

anterior–posterior position) have been proposed as defibrillation strategies to improve 

outcomes in patients with refractory ventricular fibrillation. Investigators conducted a 

cluster-randomized trial with crossover among six Canadian paramedic services to 

evaluate DSED and VC defibrillation as compared with standard defibrillation in adult 

patients with refractory ventricular fibrillation during out-of-hospital cardiac arrest. We 

learn that DESD and VC defibrillation resulted in more successes than standard 

defibrillation.  Bepirovirsen is an antisense oligonucleotide that targets all hepatitis B 

virus (HBV) messenger RNAs and acts to decrease levels of viral proteins. 

Investigators conducted a phase 2b, randomized, investigator-unblinded trial involving 

participants with chronic HBV infection who were receiving or not receiving nucleoside 

or nucleotide analogue (NA) therapy. Participants were randomly assigned (in a 

3:3:3:1 ratio) to receive weekly increasing subcutaneous injections of bepirovirsen. 

The composite primary outcome was a hepatitis B surface antigen (HBsAg) level below 

the limit of detection and an HBV DNA level below the limit of quantification maintained 

for 24 weeks after the planned end of bepirovirsen treatment, without newly initiated 

antiviral medication. Only a modest success was accrued by bepirovirsen. The N Engl 

J Med review is on the effects of climate change on infectious diseases. Most will get 

worse, although a few may get better. The N Engl J Med case involves a young 

pregnant woman who loses visual acuity in one eye. A funduscopic examination 

discloses optocilliary shunt vessels. Fritz Marquart extracted anticoagulants from 

leaches. From that activity came bivalirudin. We inspect a comparison with a sole 
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bivalirudin approach to acute percutaneous coronary interventions compared to 

unfractionated heparin. Bivalirudin came out on top in this trial. Bedaquiline is a drug 

that alters ATP synthesis in Mycobacterium tuberculosis. We inspect a trial in 

multidrug-resistant tuberculosis patients. Bedaquiline-based regimens were superior. 

GLP-1 agonists are convincing in type-2 diabetes. GLP-1 plus glucose-dependent 

insulinotropic receptor (GIP) agonists, are better. But how about a peptide that also 

agonizes the glucagon receptor? LY 3437943 is such a triple-agonist drug. We inspect 

a phase-2 trial suggesting that this triple-threat drug could be a real advance. The 

Lancet case involves a patient with PLA-2 receptor-antibody-induced membranous 

nephritis. The patient turns out to have Tropheryma whipplei infection. We learn how 

this infection could induce PLA-2 receptor antibodies and renal disease. The Lancet 

review is on new strategies to design more effective treatments for pulmonary arterial 

hypertension. The N Engl J Med board examination question involves a patient with 

possible gonococcal arthritis. We close with the largest gold fish ever caught. Join me 

on November 30; 16:00 in English and 17:00 in German.  

Best regards, 

Fred Luft 

  

 

 

 

 


