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

berlin.de/cjc: 

The N Engl J Med image of the week concerns a 50-year-old woman, who presented 

with a painless (midline) ulcer on her palate and a swollen upper lip. She also has 

fever and malaise. She described purulent nasal discharges for 3 years that got no 

better with steroid drops, antibiotics, or lavage. What is the diagnosis? You are offered, 

Mycobacterium ulcerans (Buruli ulcers), glucocorticoid-induced ulceration, extra-

nodular natural killer T-cell lymphoma, plasmacytoid dendritic cell neoplasm, and 

necrotizing sialometaplasia. The woman has “lethal mid-line granuloma”. We discuss 

the differential diagnosis. Baloxavir marboxil (baloxavir) is a polymerase-acidic (PA) 

protein endonuclease inhibitor with clinical efficacy in the treatment of uncomplicated 

influenza, including in outpatients at increased risk for complications. The 

postexposure prophylactic efficacy of baloxavir in the household setting is unclear. 

Investigators conducted a multicenter, double-blind, randomized, placebo-controlled 

trial to evaluate the postexposure prophylactic efficacy of baloxavir in household 

contacts of index patients with confirmed influenza during the 2018–2019 season in 

Japan. The participants were assigned in a 1:1 ratio to receive either a single dose of 

baloxavir or placebo. The primary end point was clinical influenza, as confirmed by 

reverse-transcriptase–polymerase-chain-reaction testing, over a period of 10 days. 

The occurrence of baloxavir-selected PA substitutions, associated with reduced 

susceptibility, was assessed. Baloxavir protected against Influenza A infection. In 

medical school, we learned about “tropical sprue”, a celiac-disease-like condition 

believed to be caused by bacterial overgrowth, probably in the small bowel. 

Environmental enteric dysfunction (EED) is an enigmatic disorder of the small intestine 

that is postulated to play a role in childhood undernutrition, a pressing global health 

problem. Defining the incidence of this disorder, its pathophysiological features, and 

its contribution to impaired linear and ponderal growth has been hampered by the 

difficulty in directly sampling the small intestinal mucosa and microbial community 

(microbiota). In this study, among 110 young children (mean age, 18 months) with 

linear growth stunting who were living in an urban slum in Dhaka, Bangladesh, and 

who had not benefited from a nutritional intervention, investigators performed 

endoscopy in 80 children who had biopsy-confirmed EED and available plasma and 
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duodenal samples. Investigators quantified the levels of 4077 plasma proteins and 

2619 proteins in duodenal biopsy samples obtained from these children. The levels of 

bacterial strains in microbiota recovered from duodenal aspirate from each child were 

determined with the use of culture-independent methods. In addition, the study 

personnel obtained 21 plasma samples and 27 fecal samples from age-matched 

healthy children living in the same area. Young germ-free mice that had been fed a 

Bangladeshi diet were colonized with bacterial strains cultured from the duodenal 

aspirates. Sounds as if, “bad bugs” and “bad diet” (but more of the former) were 

responsible for a condition that sounds very much like “tropical sprue”. Multisystem 

inflammatory syndrome in children and adolescents (MIS-C) is a sequel to Covid-19 

infection that we have discussed earlier. This muco-cutaneous, cardiac syndrome has 

some resemblance to Kawasaki’s disease (as a matter-of-fact, immunoglobulins were 

generally administered). A CDC study in all of USA and a separate New York City 

study found (each) about 150 children with this condition. MIS-C occurs about 2-4 

weeks after infection, the condition is probably distinct from Kawasaki’s syndrome, 

obesity is a risk factor, and to date, the condition is not common. The long-term 

ramifications of these findings are not clear. Vitamin D is pretty well established in 

bone physiology, rickets, and osteomalacia. Finding new jobs for the wonder vitamin 

seems obligatory. Vitamin D metabolites support innate immune responses to 

Mycobacterium tuberculosis. Data from phase 3, randomized, controlled trials of 

vitamin D supplementation to prevent tuberculosis infection are lacking. We next 

inspect a randomized-controlled trial of Vitamin D supplements to prevent tuberculosis 

in Ulaanbaatar. We learn that vitamin D supplements were of no value in preventing 

tuberculosis. The N Engl J Med review is on Coffee. We learn that the molecular 

structure contains an adenosine-like ring. Phosphodiesterase inhibitory effects of 

caffeine were mentioned last week. All other wonderous positive and negative effects 

of caffeine are reviewed here. We next discuss a policy paper on scaling up Covid-19 

diagnostic testing in the US, termed the “NIH RADx initiative. Will throwing money at 

a problem solve it? Possibly yes, claim the authors. We next discuss a N Engl J Med 

patient with diplopia, polydipsia, and polyuria. A transient abducens nerve palsy and 

borderline ANCA test results cause confounding background information. In the 

Lancet, we review the most recent vaccine trial. In this study, the target antigens were 
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delivered by an attenuated adenovirus (ChAdOx1CoV-19). It looks as if the material 

has great promise, both concerning safety and efficacy. We already reviewed 

protecting from Influenza virus. Next, we discuss pre-exposure protection from HIV. 

This strategy is well established and accepted. However, tenofovir disoproxil exhibits 

side effects, including acute kidney injury. Tenofovir alafenamide could be no worse. 

It wasn’t (worse) but it was (less side effects) possibly better. Blocking the Janus 

kinase (JAK) and STAT signaling influences cytokine-mediated processes. Abrocitinib 

could help patients with severe atopic dermatitis (we recently reviewed a study 

indicating that this strategy is sound). In this study, abrocitinib was quite successful. 

What to do with patients ingesting steroids for rheumatoid arthritis? Last week, we 

reviewed a strategy of sequencing circulating immune (and other) cells in terms of 

mRNA expression to predict flares. In this study, tapering prednisone was compared 

to continuing a low-dose background treatment. It appears that 5 mg/day (about daily 

production) helps patients decrease “flares”. Physicians caring for cancer patients and 

nephrologists meet commonly. The question is why? Numerous cancers display renal-

disease phenotypes (membranous glomerulonephropathy is an example). 

Furthermore, cancer-patient care results in numerous nephrotoxic problems. The 

Lancet review addresses this entire issue. We close with a 26-year-old man who 

appears to be developing a stroke. He becomes globally aphasic and develops left-

sided cranial pain. MRI shows cortical venous dilatations in the left hemisphere; 

contrast indicated hypoperfusion of the left hemisphere, aside from particular anatomic 

regions. The problem resolved about 2 h later. The Lancet provides videos. The 

patient’s “migraine” history is positive. I was reminded of the “spreading depression” 

of Leao, described in 1944 by a Brazilian neurophysiologist. The oral presentations 

will be in Wednesday at 16.00 English and 17.00 German. 

Yours,  

Fred Luft (Check out the file pdf at https://www.mdc-berlin.de/cjc) 

 


