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LETTER TO EDITORPort J Dermatol and Venereol.

Dear Editor,
The SARS-CoV-2 pandemic has raised safety con-

cerns in pemphigus vulgaris/foliaceus (PV/PF) patients 
on systemic immunosuppressants. Rituximab (RTX) 
induces a prolonged B-cell depletion, which was initially 
associated with severe COVID-19 disease1. Moreover, 
the approval of SARS-CoV-2 vaccines brought into 
question issues about efficacy, safety, and timing of 
vaccination in individuals receiving anti-CD20 monoclonal 
antibodies.

We aim to share the experience of our center regard-
ing COVID-19 disease and vaccination in patients with 
PV/PF on RTX.

A retrospective analysis of the patients who received 
at least one infusion of RTX from January 2020 to March 
2022 was performed. Data on SARS-CoV-2 vaccination 
and disease was obtained after consulting the hospital’s 
clinical platforms. Secondarily, a brief review of the liter-
ature on the incidence and severity of COVID-19 in 
patients with PV/PF under RTX and their vaccination 
was carried out.

In our Dermatology department, from January 2020 to 
March 2022, seven patients did at least one RTX infusion 
for the treatment of PV/PF. All patients were female, with 
a mean age of 46.6 years. During this period, three 
patients developed COVID-19, all with mild disease. Six 
patients were vaccinated, and one patient declined vac-
cination. Two of the vaccinated patients received the 

vaccine at least 1 month before the beginning of the 
treatment and four of them were vaccinated more than 
3 months after. Regarding the three patients that devel-
oped COVID-19, one had received two doses of the 
SARS-CoV-2 vaccine 5 months prior to the treatment, one 
had completed the two-dose schedule 3 months after the 
last RTX infusion, and the last one was unvaccinated. 
During the analyzed period, none of the patients experi-
enced PV/PF flare due to SARS-CoV-2 vaccination or 
infection.

RTX induces prolonged B-cell depletion and 
decreased antibody production, leading to a higher 
infection susceptibility. In SARS-CoV-2 infection, the 
host’s immune response is crucial for the evolution of 
the disease, with immunosuppression being consid-
ered an independent risk factor for severe disease. 
However, recovery from COVID-19 may not be deter-
mined exclusively by the development of neutralizing 
antibodies. In fact, a recent study showed that 11 out 
of 14 patients on RTX who recovered from COVID-19 had 
no measurable anti-SARS-CoV-2 antibodies titers2.

The incidence and severity of COVID-19 in patients 
with PV/PF under RTX have also been investigated. 
However, there are few studies and conflicting results. 
For example, a recent analysis including 18 patients 
diagnosed with PV/PF concluded that the use of RTX 
was associated with five times higher incidence of the 
disease3. Another study that included 620 patients with 
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PV/PF found that the risk of hospitalization decreases 
each month after the administration of RTX4. On the 
other hand, a larger analysis with a sample of 1236 
patients with PV/PF concluded that the use of immu-
nosuppressants, including RTX, was not associated 
with disease severity5. A smaller study of 211 patients 
showed similar results6.

In our sample, the use of RTX does not appear to be 
associated with severe illness since the three cases of 
COVID-19 were mild. In fact, while it is well established 
that RTX leads to a decrease in the humoral response 
lasting beyond 6 months, a possible protective role has 
been hypothesized. RTX can reduce the so-called 
“cytokine storm” responsible for severe disease, by 
decreasing the systemic pro-inflammatory state.

At the time of SARS-CoV2 vaccine approval, the only 
available recommendations for vaccination of patients 
on RTX were those of inactivated vaccines such as 
Influenza or tetanus7. However, the emerged SARS-
CoV-2 vaccines are not inactivated, but mRNA or viral 
vector based. In these patients, vaccination timing is 
important and, according to the literature, vaccine 
humoral response recovery seems to occur six months 
after the last administration of RTX8,9. Additionally, it 
has also been demonstrated that cell-mediated immu-
nity is robust, which can counterbalance an eventual 
decrease in the humoral response to vaccination8,9.

In fact, the ideal timing for vaccination after treatment 
with RTX is not yet fully established and the only precise 
recommendations are from the American College of 
Rheumatology, suggesting vaccine administration 2 to 4 
weeks before the beginning of a treatment cycle10. 
Furthermore, the measure of CD19 B-cells may be a use-
ful tool to define vaccination boosters and RTX dosing10.

In conclusion, the incidence and severity of COVID-19 
among patients on RTX, especially those with autoim-
mune blistering disorders, have not been fully character-
ized. Although the vaccination of these patients is safe 
and effective, regarding the predictable robust cell-medi-
ated response, the optimal timing for COVID-19 vaccina-
tion is not yet established. The increasing emergence of 
new pandemics, along with the wide use of biotechnolog-
ical drugs, will certainly be a challenge in future clinical 
practice. Thus, it is important to better understand the real 
impact of these drugs on a patient’s immune response, 
regarding not only the modification of the natural history 
of the disease but also, and most importantly, the need 
for vaccination schedule adjustment.
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