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Anti-HIV medication dolutegravir now indicated 
safe to use in young children
Dolutegravir-based antiretroviral therapy is the current preferred 
treatment in adults and older children living with HIV. Waalewijn 
et al. (2022) set up substudies in several centres in South Africa, 
Uganda, and Zimbabwe, which were already participating in the 
ODESSEY trial. Before the Waalewijn et al. study, very little was 
known about the pharmacokinetic properties of the drug in younger 
children, preventing dolutegravir from inclusion in the treatment 
of small children living with HIV. The aim of the trial was to assess 
pharmacokinetic parameters and to establish a safety profile of 
dolutegravir in children weighing 3 to 20 kilograms. 

The children received daily doses based on weight bands: children 
weighing 6 to 10 kg received a 15 mg dispersible tablet of 
dolutegravir, children weighing 10 to 14 kg received 20 mg of 
dolutegravir, etc. Pharmacokinetic parameters, such as the trough 
concentration, Area Under Curve over one day, and maximum 
plasma concentration, among others, were measured in children 
who had taken dolutegravir for at least one week. The group focused 
on trough concentration as the primary pharmacokinetic outcome 
as this parameter is considered to be most strongly correlated with 
virological response.

The group reported 8 out of 72 children with trough concentrations 
below the in vivo EC90 of 0.32 mg/L, but all were above the in vitro 
IC90 of 0.064 mg/L. Safety data from 71 children showed that 19 
experienced grade 3 (severe) or higher adverse events, and 11 
experienced serious adverse events. Most adverse events were 
related to infectious diseases. These results have contributed to 
the approval of the use of dolutegravir as part of the first line of 
treatment for HIV in small children. In total, the authors collected 
data over a period of 2 years and published their findings in The 
Lancet HIV (Impact factor: 12.767) [2]. 

One year later: what are the clinical outcomes 
of those who survived ICU treatment for COVID-
19?
When COVID-19 first struck The Netherlands in 2020, a few unlucky 
patients infected during the first wave ended up in the ICU. Those 
who survived their fight in the ICU were included in a prospective, 
multicentre cohort study. One year later, the data collection was 
finished, and Heesakkers et al. presented their findings in the Journal 
of the American Medical Association (Impact factor: 56.272).

Out of 452 eligible participants, only 302 could be included, and only 
246 completed the one-year follow-up questionnaires. The follow-up 
questionnaires examined physical, mental, and cognitive symptoms 
through various scores and questionnaires. The ability to return to 
work was assessed as well. 

74.3% of the 245 responders reported physical symptoms, while 
26.2% reported mental symptoms, and 16.2% reported cognitive 
symptoms. There is considerable overlap, as 30.2% of the responders 
reported issues in at least 2 of the categories, while 10.5% reported 
symptoms in all three categories. Shockingly, 57.8% of the responders 

who were employed prior to their ICU admission reported they had 
not returned to the same hours of employment. This is considerably 
higher compared to patients who were admitted to the ICU for 
non-COVID-19 related reasons, as 43% of those patients reported 
problems with returning to work. The full effects of COVID-19 related 
ICU admission will likely only be visible after years [3]. 

Evidence for male infertility may be found in de 
novo mutations
While male infertility is not very common, only affecting 7% of the 
male population, a large fraction of the cases cannot be explained. 
Genetic causes appear to play a large role, but few diagnostically 
relevant genes have been found thus far. Adopting a mindset 
more common in neurodevelopmental disorder research, Oud et al. 
(2022) aimed to explore the effect of de novo mutations (DNMs) on 
male infertility in their paper published in Nature Communications 
(impact factor: 14.919). 

The group included 185 unexplained cases of low or no sperm count. 
Data were gathered from whole-exome sequencing of the patient as 
well as both their parents. In total, 192 unique DNMs were identified, 
of which only one was on the X-chromosome, while the others were 
autosomal. Within the 192 discovered DNMs, 145 resulted in altered 
proteins, none of which had been linked to male infertility thus far. 
Loss-of-function mutations seemed to play a large role in the DNMs. 
Using prediction methods, 84 of the DNMs were predicted to be 
pathogenic. After analysing the function of the proteins, a total of 29 
DNMs were classified as “possibly causative” for male infertility. In a 
separate study, six rare pathogenic missense mutations in the RBM5 
gene were observed in a cohort of infertile patients, while none of 
the control group had these mutations (p = 0.03).

Using these results, Oud et al. (2022) highlight the importance of 
DNMs in male infertility and suggest researching these genes in more 
depth to better understand fertility [4].
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With over 3,000 publications each year, scientific research is a cornerstone of the Radboud university medical center [1]. In this section, 
recent high-impact papers – published by researchers from the Radboudumc – will be discussed.
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