
Vaccination Did Not Prevent
Severe Coronavirus Disease
2019 in an Outbreak Among
Older Residents of a Nursing
Home, B.1.617.2 Variant,
July 2021

TO THE EDITOR—We read with interest
the brief report by Bailly et al [1] who
demonstrated partial vaccine effective-
ness (VE) of the BNT162b2 messenger
RNA (mRNA) vaccine against the
501Y.V2 (Beta) variant during a nursing
home outbreak in France (VE of 50%
among elderly residents). After vaccina-
tion, social distancing measures were

removed despite low vaccination cover-

age among staff at the home (32%). We

welcome the authors’ call for vigilance

in syndromic screening and viral testing

and would like to highlight an outbreak

that occurred in a similar setting in the

Netherlands but where severe disease re-

lated to severe acute respiratory syn-

drome coronavirus 2 (SARS-CoV-2)

infection was not reduced despite very

high levels of vaccination.
Between January 2021 and April 2021,

86% of residents of a nursing home (26 of
31) were vaccinated with 2 doses of the
BNT162b2 mRNA vaccine ≥1 month

apart. Infection control and social distanc-

ing measures were in place for residents

and staff throughout. Despite these mea-

sures, 3 coronavirus disease 2019 cases

were confirmed on 13 July (2 residents

and 1 healthcare provider [HCP]).

Immediate action was taken to limit on-

ward transmission: all HCPs continuously

wore filtering facepiece particles (FFP) 2

masks and gloves; HCPs caring for

SARS-CoV-2–positive residents wore dis-

posable, long-sleeved gowns and face

shields; floors in the unit were segregated;

and residents went into isolation. The out-

break rapidly evolved, however, and an

Table 1. Demographic Characteristics of Resident Cases and Noncases in a Severe Acute Respiratory Syndrome Coronavirus 2 Outbreak Caused by the
Delta Variant in a Skilled Nursing Facility, Rotterdam Area, The Netherlands

Variable Category Total (%) n=31 Cases (%) n=15 Noncases (%) n=16

Sex Women 23 (74) 11 (73) 12 (75)

Men 8 (26) 4 (27) 4 (25)

Age, median [range], years … 86 [59–99] 87 [71–99] 84 [59–92]

Medical history Neurodegenerative 18 (58) 13 (87) 5 (38)

Cerebrovascular 12 (39) 3 (20) 9 (56)

Oncological 6 (19) 0 (0) 6 (38)

Diabetes 5 (16) 1 (7) 4 (25)

Cardiovascular 4 (13) 0 (0) 4 (25)

Peripheral vascular 3 (10) 0 (0) 3 (19)

Other 16 (49) 2 (14) 14 (90)

Previous coronavirus disease 2019, no. (%) Yes 4 (13) 2 (13) 2 (12)

No 27 (87) 13 (87) 14 (88)

Vaccination status,a no. (%) Yes 26 (84) 14 (93) 12 (75)

No 5 (16) 1 (7) 4 (25)

Time since vaccination in weeks,a median [range] … … 21 [15–21] …

Cycle threshold value, median [range] … … 21 [10–35] …

Symptomatic,b no. (%) Yes 17 (55) 15 (100) 2 (12)

No 14 (45) 0 (0) 14 (88)

Symptoms, no. (%) Cough 12 (39) 12 (80) 0 (0)

Fever 12 (39) 10 (67) 2 (12)

Malaise 8 (26) 8 (53) 0 (0)

Decreased intake 6 (19) 6 (40) 0 (0)

Fatigue 6 (19) 6 (40) 0 (0)

Nasal cold 3 (10) 3 (20) 0 (0)

Shortness of breath 2 (6) 2 (13) 0 (0)

Smell and/or taste loss 1 (3) 1 (7) 0 (0)

Antibiotics … 4 (13) 4 (27) 0 (0)

Oxygen … 4 (13) 4 (27) 0 (0)

Death … 2 (6) 2 (13) 0 (0)
aAll but 1 of the vaccines administered were Pfizer-BioNTech (BNT162b2 messenger RNA). We could not retrieve type of vaccination and time since vaccination from 1 resident. This person
moved to the facility in the beginning of June. One resident received only 1 vaccine and was severe acute respiratory syndrome coronavirus 2–negative. This person was considered
unvaccinated for this table.
bSymptomatic means anyone who reported 1 or more of the above-listed symptoms. Symptoms were self-reported.
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outbreak investigation was undertaken.
This included testing of all residents on
the affected floors for SARS-CoV-2 using
reverse-transcriptase polymerase chain re-
action, evaluation of residents’ clinical and
vaccination status, and evaluation of the in-
fection controlmeasures.As inFrance, vac-
cination is not compulsory amongHCPs in
the Netherlands. Staff were surveyed sepa-
rately regarding their vaccination status.

Thirty-one residents resided on the af-
fected floors (median age, 86; range, 59–
99). Within 2 weeks, the attack rate was
54% (14 of 26) among vaccinated residents
and 20% (1 of 5) among unvaccinated res-
idents (relative risk, 2.7; 95%confidence in-
terval, .3–13.2). The median time since
vaccination was 21 weeks (range, 15–21).
All cases were symptomatic, of whom
>50% reported cough, fever, or malaise; 3
required oxygen; and 2 died (Table 1).
Nine staff were symptomatic and tested
positive, of whom 6 were fully vaccinated.
Of 11 specimens from residents and
staff, 7 were successfully sequenced. A
B.1.617.2. (Delta) variant cluster was evi-
dent and suggestive of 1 introduction
(this included the first symptomatic
HCP). The response to the staff question-
naire was suboptimal at 54% (88 of 162),
of whom 68% were fully vaccinated. No
breaches in infection control were identi-
fied. Approximately 30% of the staff has
since received a booster dose (personal
communication).

VE against infection varies by variant
and wanes over time [2]; however, high
vaccination rates were insufficient to pre-
vent rapid spread and severe disease less
than 5 months post-vaccination. We agree
that syndromic surveillance and prompt
testing are key to limit outbreaks in highly
vaccinated, vulnerable populations.
However, as SARS-CoV-2 becomes en-
demic, further action will be required to
counter “pandemic fatigue” [3]. This in-
cludes targeted strategies to encourage vac-
cine and booster uptake among staff and
close, ongoing engagement between all
stakeholders to agree to risk reduction
measures andmaintain residents’ and staff
resilience if or when new variants emerge.
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Is Inhaled Zanamivir Non-inferior
to Oral Oseltamivir in the
Treatment of Outpatients With
Influenza?

TO THE EDITOR—We read with great interest the
recent article by Su et al [1], which compared
the clinical efficacy of inhaled zanamivir and
oral oseltamivir in the prevention of

influenza-related hospitalization or death. They
found that the clinical outcome of outpatients re-
ceiving inhaled zanamivir was comparable to
that in those using oral oseltamivir. However,
we have several serious concerns about the
study’s methodology.
First, the signs and symptoms of influenza are

nonspecific, which can mimic the common cold
or lower respiratory tract infection, so it is diffi-
cult to confirm the diagnosis based on clinical
manifestations [2]. Based on the flowchart of
the study population selection, more than 3 mil-
lion patients had a diagnosis of influenza during
the study period, but only 1 048 685 of them re-
ceived antiviral agents. Therefore, we had serious
concerns about the diagnosis of influenza in this
study. A further sensitivity test of patients with
laboratory-confirmed influenza would provide
more robust evidence to convince the readers.
Furthermore, patients with influenza may have
coinfection with bacteria and they may receive
antibiotics at the same time. It is better to exclude
the patients who had a diagnosis of bacterial in-
fection or who are receiving antibiotics during
enrollment.
Second, although the study used comprehen-

sive propensity score matching methods to bal-
ance the baseline characteristics, including each
chronic medical condition between the 2 study
groups, patients at high risk of disease progres-
sion could have multiple comorbidities [3]. To
minimize the confounding effect of multiple co-
morbidities, further matching to balance the
Charlson comorbidity index between groups is
needed.
Third, this study used the term “non-inferior

to” many times. However, they did not men-
tion what the non-inferiority margin is and
how to choose the margin [4]. This issue
should be clarified.
Fourth, oseltamivir was given via oral route

and is easy to use. In contrast, zanamivir was giv-
en through inhalation and required the patients’
cooperation [5]. Therefore, patients with con-
sciousness disturbance or with low inspiratory
effort are not appropriate candidates and there
could be a selection bias.
Finally, this study identified patients from 3

influenza seasons from 2013 to 2016, but it is
not uncommon for patients to repeatedly ac-
quire influenza. However, it was not reported
whether this study only included patients
once to avoid duplicate counts of baseline
characteristics.
In conclusion, this nationwide population-

based study provides great insight into using
anti-influenza agents for outpatients. However,
several issues need to be clarified to confirm
the role of inhaled zanamivir.
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