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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 59-year-old man with metastatic 

colon cancer who presented to the dermatology clinic with a 10-week history of 

painless and nonpruritic skin lesions coalescing around a large abdominal scar from a 

hemicolectomy performed 3 years earlier. On examination, the lesions were firm, pink 

to violaceous in color, and vesicular-appearing. What is the diagnosis? You are 

offered: Herpes zoster, Kaposi’s sarcoma, Cutaneous metastases, Basal cell 

carcinoma, and Cutaneous sarcoidosis. Coronavirus disease 2019 (Covid-19) occurs 

after exposure to severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2). 

For persons who are exposed, the standard of care is observation and quarantine. 

Whether hydroxychloroquine can prevent symptomatic infection after SARS-CoV-2 

exposure is unknown. Investigators conducted a randomized, double-blind, placebo-

controlled trial across the United States and parts of Canada testing 

hydroxychloroquine as postexposure prophylaxis. They enrolled adults who had 

household or occupational exposure to someone with confirmed Covid-19 at a 

distance of less than 6 ft for more than 10 minutes while wearing neither a face mask 

nor an eye shield (high-risk exposure) or while wearing a face mask but no eye shield 

(moderate-risk exposure). Within 4 days after exposure, the investigators randomly 

assigned participants to receive either placebo or hydroxychloroquine (800 mg once, 

followed by 600 mg in 6 to 8 hours, then 600 mg daily for 4 additional days). The 

primary outcome was the incidence of either laboratory-confirmed Covid-19 or illness 

compatible with Covid-19 within 14 days. The randomized trial did not demonstrate a 

significant benefit of hydroxychloroquine as postexposure prophylaxis for Covid-19. It 

is faster to obtain a tongue, nasal, or mid-turbinate sample than a nasopharyngeal 

sample, with less potential for the patient to sneeze, cough, or gag. In addition, recent 

data support the validity of non-nasopharyngeal samples for detection of SARS-CoV-

2.  Collection by the patient reduces high exposure of the health care worker to the 

virus and preserves limited equipment. The patients did as well as the health-care 

workers in terms of collecting the own swabs; the outcomes were very similar. The 

approach could save thousands of gowns, masks and gloves. We next inspect an 

autopsy study of 7 patients dying from Covid-19. Their lungs were compared to age-
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matched influenza H1N1 deaths and normal controls. Pulmonary vascular 

angiogenesis distinguishes the Covid-19 pathology from H1N1 pneumonia. Charles 

Huggins first observed that prostate (as well as breast) cancer is influenced by 

hormones and received a Nobel Prize. Modern approaches involve GNRH agonists 

and versatile androgen receptor antagonists-downregulators. The efficacy and safety 

of relugolix, an oral gonadotropin-releasing hormone antagonist, as compared with 

those of leuprolide, the downregulating agonist, are not known. In a phase 3 trial, 

investigators randomly assigned patients with advanced prostate cancer, in a 2:1 ratio, 

to receive relugolix (120 mg orally once daily) or leuprolide (injections every 3 months) 

for 48 weeks.  Relugolix was superior to leuprolide injection for testosterone 

suppression and was associated with fewer cardiovascular events. Preliminary trial 

results showed that enzalutamide significantly improved metastasis-free survival 

among men who had nonmetastatic, castration-resistant prostate cancer and rapidly 

increasing prostate-specific antigen (PSA) levels while taking androgen-deprivation 

therapy. Results from the final analysis of overall survival have not yet been reported. 

In this double-blind, phase 3 trial, men with nonmetastatic, castration-resistant prostate 

cancer (defined on the basis of conventional imaging and a PSA doubling time of ≤10 

months) who were continuing to receive androgen-deprivation therapy, were randomly 

assigned (in a 2:1 ratio) to receive enzalutamide at a dose of 160 mg or placebo (usual 

therapies) once daily. Enzalutamide was associated with increased survival and a 

delay in subsequent antineoplastic therapy. Cure rates among children and 

adolescents with high-grade, mature B-cell non-Hodgkin’s lymphoma (mainly Burkitt’s 

lymphoma but also diffuse large B-cell lymphoma) have dramatically improved over 

the past 30 years, with trials showing survival of approximately 90%. However, well-

known prognostic factors such as higher stage, elevated lactate dehydrogenase (LDH) 

level, leukemic bone marrow, and central nervous system (CNS) involvement and 

treatment-related factors such as lack of early or complete response can identify 

patients at high risk for treatment failure. Rituximab added to chemotherapy prolongs 

survival among adults with B-cell cancer. We learn that rituximab also helps children 

with non-Hodgskin´s B-cell lymphoma. "God created men, but Colt made them 

equal." Research has consistently identified firearm availability as a risk factor for 

suicide. However, existing studies are relatively small in scale, estimates vary widely, 
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and no study appears to have tracked risks from commencement of firearm ownership. 

Investigators identified handgun acquisitions and deaths in a cohort of 26.3 million 

male and female residents of California, 21 years old or older, who had not previously 

acquired handguns. The investigators found an elevated risk of suicide among a large 

sample of first-time handgun owners. This risk was driven by a much higher rate of 

suicide by firearm — not by higher rates of suicide by other methods. Handgun owners’ 

risk of suicide by firearm peaked in the period immediately after their first handgun 

acquisition but remained relatively high 12 years later, and the long-term risk 

accounted for a majority of the excess suicides by firearm among owners. The N Engl 

J Med review is on the cardiovascular consequences of acute kidney injury. Then, we 

quickly revisit the 63 year-old woman from last week with hypophosphatemia and 

multiple fractures. In Lancet, we review a Christian-Drosten (Germany’s glamor 

virologist) paper on a German Covid-19 outbreak. Then, Lancet withdrew a published 

registry study on hydroxychloroquine, with or without macrolides, for treatment of 

Covid-19; we go over it and discuss a recent N Engl J Med retraction from the same 

registry. Global Burden of Disease next reports on childhood diarrhea. The Lancet 

review is on primary healthcare in China. They have a universal health-record card. In 

Science, recently the introduction and spread of SARS-CoV-2 in New York was 

reported with sequencing data suggesting that introductions occurred for Europe and 

the US, rather than from China. In Nature, we find that human neutralizing antibodies 

have been produced from B-cell cultures to allow very effective monoclonal antibody 

production. In Cell, we are confronted with reverse genetics. In genetics, we study a 

phenotype, map it by collecting families etc, and then clone the responsible genetic 

mechanism. In reverse genetics, the genome is attacked, the genetic hierarchy is 

defined, and then the subsequent phenotypes hopefully provide some information. The 

investigators made “reporter” viruses with green-flourescent protein (GFP) tags, to find 

sites binding to antibodies produced by Covid-19 patients. The investigators found 

from their reporter viruses that the nose is most vulnerable with the highest ACE2 

expression. Thus, a gradient of infectivity must exist. We close with a young man with 

severe hypertension, seizures, and a long history of unclear paroxysmal abdominal 

pain. 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) 


