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Letter to the Editor

Before attributing depression to SARS-CoV-2 vaccination alternative triggers should
be ruled out
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We read with interest the article by Hoffman et al. about an online survey on the association between the number of side
effects after the first dose of the Biontech Pfizer vaccine (BPV) and the level of depression in 939 Israeli participants ™. The
mean latency period between vaccination and survey was 28 days, half had an academic education, about half were female,
and the mean age was 69 years [, It was concluded that self-reported side effects may be useful in identifying depression in
older adults and to informing them about the link between vaccination and depression, and that psycho-educational
intervention, emphasising that side effects of vaccination neither challenge vaccine safety nor efficacy, may help reduce
depression (Y. The study is appealing but raises concerns that need to be discussed.

A limitation of the study is that the level of depression prior to vaccination was not known. Therefore, it remains unclear
whether there is really a link between vaccination and the depression. Only a change in the results of the depression score
using PHQ-9 or other scores could show whether side effects of the vaccination had a modifying effect on depression.

A second limitation is that patients with severe side effects may not be able to complete the questionnaire. This may be due to
acute impairment requiring hospitalisation or due to long-term side effects of vaccination. Therefore, it would be interesting to
know how many of those invited did not respond and for what reasons they did not participate.

We disagree with the statement that “vaccination side effects do not challenge vaccine safety”. On the contrary, adverse
reactions from a vaccine show that it is unsafe, at least for those who develop side effects.

Another shortcoming is that the current medication that the included patients regularly take was not included in the evaluation.
Therefore, we should be told how many vaccinees were taking antidepressants, anxiolytics, neuroleptics, or other compounds
prior to vaccination and how many had side effects to these drugs that could be responsible for their depression.

We disagree that quantifying and qualifying a vaccine’s side effects is the tool for identifying depression, as outlined in the
conclusions ™M, Although side effects can trigger depression, depression should not be diagnosed based on side effects alone, as
depression is often a multicausal condition.

Another disadvantage of the study is that it is not certain that the vaccinee himself responded to the questions, that the answers
given represent the truth, and that the level of cognitive performance was checked if the vaccinee was able to capture the
dimensions of the questions.

The question is also if those with depression already prior to vaccination developed more severe and higher number of side
effects than those without pre-existing depression. Missing in this respect is the history about previous depressive episodes in
the investigated cohort.

Overall, the interesting study has limitations and inconsistencies that call the results and their interpretation into question.
Clarifying these weaknesses would strengthen the conclusions and could enhance the study. The design of the study is not
really suitable to answer the question to which degree BPVs influence a pre-existing depression or trigger a de novo
depression. To answer this question an approach should be chosen that takes more variables potentially influencing depression
into account.
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