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.

A 56-year-old woman with rheumatoid arthritis presented to the dermatology clinic with
a 2-month history of an extremely itchy rash. She had been treated with tofacitinib and
methotrexate for the previous 4 years. On physical examination, large patches of
erythematous skin with overlying scales, crusting, and deep fissures were seen on the
chest, upper arms, neck, abdomen, buttocks, and thighs. Similar findings were noted
on the hands, with sparing of the nails. Which of the following is the most likely
diagnosis? You are offered: Atopic Dermatitis, Crusted Scabies, Cutaneous T-cell
lymphoma, Erythroderma, and Psoriasis. Hint: in the 19™" century, this skin disease
filled entire hospitals in Berlin and worldwide. Measurable residual disease (MRD by
bone-marrow squencing for clonal plasma cells) is a major prognostic factor in newly
diagnosed multiple myeloma. An assessment of an MRD-guided consolidation
strategy in patients who are eligible for autologous stem-cell transplantation (ASCT)
may be useful. In a phase 3 trial, investigators randomly assigned transplantation-
eligible patients with newly diagnosed myeloma who had completed induction therapy
with isatuximab, carfilzomib, lenalidomide, and dexamethasone (Isa-KRd). Patients
who were MRD-negative at 107° sensitivity (i.e., <1 cancer cell per 100,000 normal
cells, as assessed by next-generation sequencing) were assigned to undergo ASCT
and receive Isa-KRd for two cycles (ASCT group) or to receive Isa-KRd for six cycles
(Isa-KRd group). Patients who were MRD-positive at 107° sensitivity were assigned to
undergo tandem ASCT (two ASCTs within a short period; tandem ASCT group) or to
undergo ASCT and receive Isa-KRd for two cycles (single ASCT group). The primary
end point was an MRD-negative status at 1076 sensitivity before maintenance therapy.
The MRD-positive groups did about the same with their two regimens, as did the two
MRD-negative groups. Children born to women who carry pathogenic variants in
mitochondrial DNA (mtDNA) are at risk for a range of clinical syndromes collectively
known as mtDNA disease. Mitochondrial donation by pronuclear transfer involves
transplantation of nuclear genome from a fertilized egg from the affected woman to an
enucleated fertilized egg donated by an unaffected woman. This pronuclear transfer



offers affected women the potential to have a genetically related child with a reduced
risk of mtDNA disease. N Engl J Med presents two separate studies on the pronuclear
transfer technology and its degree of success. Patients undergoing cardiac surgery
often receive red-cell transfusions, along with the associated risks and costs. Early
intraoperative normovolemic hemodilution (i.e., acute normovolemic hemodilution
[ANH] - basically an autologous transfusion while in the OR) is a blood-conservation
technique that entails autologous blood collection before initiation of cardiopulmonary
bypass and reinfusion of the collected blood after bypass weaning. More data are
needed on whether ANH reduces the number of patients receiving allogeneic red-cell
transfusion. The primary outcome in a randomized trial was the transfusion of at least
one unit of allogeneic red cells during the hospital stay. Alas, more data shows that
ANH does not reduce the risk of further transfusions. Cutaneous squamous-cell
carcinoma (SCC) is primarily caused by oncogenesis mediated by ultraviolet radiation,
and B-human papillomavirus (B-HPV) is believed to be a mere facilitator that is
dispensable for the maintenance of cutaneous SCC. Investigators describe a woman
with benign and malignant HPV-related diseases that included a recurrent,
unresectable, invasive cutaneous SCC with B-HPV19 genomic integration in the
context of germline pathogenic mutations in ZAP70, an adapter required for T-cell
receptor (TCR) signal transduction. Her ZAP70 was mutated and thereby
nonfunctional. Allogeneic bone-marrow transplant with a normal ZAP70 fixed her T
cells and her condition improved. The study underscores the role of HPV in skin cancer
and the importance of functioning T cells in protection. The human toll of motor
vehicle—related deaths in the United States is staggering: 42,939 people lost their lives
on U.S. roadways in 2021 alone. Despite continued efforts to reduce the number of
road fatalities, U.S. fatality rates (both per capita and per vehicle-mile traveled) are
much higher than those observed in many other high-income nations. A review in N
Engl J Med explains the reasons for this state-of-affairs. The weekly N Engl J Med
patient is a young woman with a grand-mal seizure disorder but normal imaging.
Discovery of an abdominal mass explains her condition. Poly(ADP-Ribose)-
Polymerase (PARP) is a repair enzyme particularly relevant to fast-growing cancer
cells. Talazoparib is a PARP inhibitor. Enzalutamide is an androgen-receptor inhibitor
and down regulator used in treating “castration-resistant” prostate cancer. The Lancet



presents two TALAPRO-2 trials. Talazoparib+enzalutamide prolonged the life of
metastatic prostate cancer patients. Moreover, the effect was even better in prostate-
cancer patients who had homologous recombination repair-defective genes (BRCA-1,
BRCA-2, ATM, etc.). Eradicating hook worms remains a problem worldwide. We could
just give albendazole to everyone in endemic areas where hook worms are common.
A Lancet DeWorm3 study shows that alas, universal coverage is not quite so simple.
Should breast-cancer patients whose tumors are diagnosed after age 70 years receive
the same chemotherapy as younger patients? The Lancet ASTER 70s study suggests
“‘probably not”. Next, a learned Lancet Commission informs us on harnessing our
“‘interconnectedness for equitable, sustainable, and healthy socioecological systems”
(whew!). While riding around in his golf cart, Donald Trump brought back the US
physical fitness test, even though physical education in US schools is at an all time
‘low”. The test requires running the mile distance in <6 min 30 sec! However, fitness
is a great idea. The food industry claims that individual physical sloth is responsible for
obesity and not sugar (calories) from their products. A comprehensive PNAS study
using double-labeled water suggests that the cause is calories rather than sloth. Then,
in Washington Post, we learn that an inmate scheduled to be executed in the US has
a cardiac defibrillator. Should the defibrillator be turned off before the prison officials
kill him? Neither philosophers nor ethicists, but rather lawyers decided the issue. Join
me on Wednesday, August 6 for another stunning, orally presented, clinical journal
club, 16:00 in English and 17:00 in German.
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