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Several scientific societies, notably the European Union Against
Rheumatism (EULAR) and the French Society of Rheumatology,
have published recommendations regarding the prescription of
biologic agents during the COVID-19 epidemic|[1,2]| Here, we report
on the evolution of biologic therapy prescription in outpatient care
during the first lockdown in France in 2020.

This was a retrospective observational study that used a non-
medicalized source of anonymized dispensing data for biologic
medications prescribed in outpatient care (i.e., LRx). LRx includes
data for a panel of nearly 10,000 French retail pharmacies (historical
data since 2012, nearly 40 million patients/year), representing 45%
of the French retail pharmacies in terms of geographical spread in
continental France and age of population coverage [3]. This cov-
erage allows for the extrapolation of data to the overall French
population.

The following therapeutic classes were studied: anti-tumor
necrosis factor (TNF; adalimumab, certolizumab pegol, etaner-
cept, golimumab), anti-interleukin 6 (IL-6; tocilizumab, sarilumab),
anti-IL-17 (ixekizumab, secukinumab, brodalumab), anti-IL-12/23
(ustekinumab), anti-IL-23 (guselkumab, rizankizumab, tildrak-
izumab), Janus kinase (JAK) inhibitors (baricitinib, tofacitinib),
abatacept, and other drugs such as apremilast, hydroxychloroquine
(HCQ), and methotrexate (MTX).

We studied the impact of COVID-19 on both the initiation and
renewal of biologic prescriptions in 2020 by using:

e year 2019 as the reference and;
e dispensing delivery data from pharmacies.

https://doi.org/10.1016/j.jbspin.2021.105253

We studied weeks 2 to week 25 with a focus on the lockdown
weeks (weeks 12-19). Data for 49,807 and 55,858 patients with at
least 1 delivery of biologic agents in 2019 and 2020, respectively,
were analyzed. Treatment initiation was defined as a treatment not
delivered in the previous 12 months and the converse for treatment
renewal.

The impact of prescriptions was described at a national and
regional level. Three French regions were considered: Grand-Est
and Tle-De-France, with a large number of infected patients, com-
pared to Pays-de-la-Loire, with a markedly lower prevalence of
COVID-19.

Fig. 1 shows the initiation of biologic therapy prescription in
2020 compared to those in 2019. During the lockdown, prescrip-
tion initiation was greatly reduced for abatacept (405 patients in
2019 vs. 227 patients in 2020; —44%, P<0.0001), anti-TNF agents
(1,156 vs. 1,058; —31%, P<0.001), anti-IL17 (415 vs. 206; —50%,
P<0.0001) and JAK inhibitors (289 vs. 174; —39%, P<0.01) but was
greatly increased for anti-IL6 mainly due to tocilizumab (117 vs.
445; +152%, P<0.05), with a non-significant decrease for p19 (IL-23)
and p40 (IL-12/23) inhibitors.

Overall, these reductions in prescription initiation were mainly
observed in the area where the epidemic was more pronounced
(i.e., East of France; P<0.01).

We also looked at disease-modifying anti-rheumatic drugs and
found a marked increase in HCQ prescription initiation (+173%;
P<0.05, occurring mainly during the first 4 weeks of the lock-
down: +492%, +646%, +127%, and +49% at weeks 12, 13, 14 and 15,
respectively) but a significant decrease in prescription initiation of
apremilast (—44%; P<0.001) and MTX (—-30%; P<0.001).

In contrast, we found no change in renewal of treatments, what-
ever the therapeutic class (data not shown).

In conclusion, during the COVID-19 epidemic peak in France,
we found a sharp increase in new prescriptions of both HCQ and
tocilizumab, two drugs suspected to improve COVID-19 outcomes
[4]. By contrast, physicians less frequently prescribed other biologic
agents, MTX and apremilast, as previously reported [5,6].

The delay in the initiation of biologic therapy prescription might
have affected the quality of care and might lead to worse outcomes.
This point remains to be addressed by further studies.

1297-319X/© 2021 Published by Elsevier Masson SAS on behalf of Société francaise de rhumatologie.
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Fig. 1. Evolution of the proportion of patients with at least 1 delivery of biologic therapy or Janus kinase inhibitors initiated in 2020 and 2019. ABA: abatacept; JAKi: JAK

inhibitor.
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