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Figure 2 Skin findings at 6 weeks of treatment, showing central ulcer with granulation tissue and surrounding epithelization area and
wound contraction, maintaining original configuration. (a) Lateral aspect of the right thigh and (b) lateral aspect of the left thigh.
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Cutaneous reactions to
inactivated SARS-CoV-2 vaccine
and ChAdOx1-S (recombinant)
vaccine against SARS-CoV-2: a
case series from the Philippines

Dear Editor,
The Philippines remains one of the countries with the highest
number of new COVID-19 cases in the Western Pacific region.'

© 2021 European Academy of Dermatology and Venereology



e842

Letters to the Editor

Figure 1 Cutaneous reactions to COVID-19 vaccines. Erythematous patches on the injection site (a-b). Erythematous papules
and plaques with collarette scaling on the trunk (c). Purpuric patches on the right inframammary area contralateral to the injection
site (d). Erythematous macules and papules inner arm of the injected arm (e). Pruritic vesicles on the lateral aspects of the 5th

digit of the injected arm (f).

The Philippine government granted emergency use authoriza-
tions for inactivated SARS-COV-2 (Sinovac) and recombinant
ChAdOx1-S (AstraZeneca) vaccines. Early trials of these vaccines
have described reactions ranging from injection site reactions>’
to generalized urticaria.?

JEADV 2021, 35, e832-€942

We report 20 healthcare workers who developed cutaneous
reactions after receiving their first dose of either Sinovac or
AstraZeneca from 1 March 2021 to 31 March 2021. Seven
patients received Sinovac, while 13 patients received AstraZe-
neca. Their median age was 37 years (range: 24-57 years).

© 2021 European Academy of Dermatology and Venereology
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Fifteen (75%) were female, and five (25%) were male. All
patients were seen by either the authors or other dermatologists.
All seven patients who developed localized injection site reac-
tions received AstraZeneca (Fig. la,b). These were all delayed
reactions, appearing more than 24 h postvaccination, and none
reported symptoms of anaphylaxis. Of the 13 patients who
developed distant site reactions, defined as cutaneous reactions
that are distributed beyond the injection site, six received Astra-
Zeneca, and seven received Sinovac. Six patients developed
immediate cutaneous reactions: three who either had urticaria,
angioedema or petechiae had anaphylactic symptoms; one expe-
rienced angioedema and transient focal neurologic deficits; and
two had generalized macules and patches and urticaria but with-
out anaphylactic symptoms. Other cutaneous reactions that
appeared more than 24 h postvaccination included urticaria,
angioedema, erythematous macules, patches, papules, vesicles,
purpuric patches and pityriasis rosea (PR)-like eruption
(Table 1; Fig. 1c-f).

Hypersensitivity to vaccines is often caused by excipients
rather than the vaccine antigen. For AstraZeneca, the most
likely cause is polysorbate,4 whereas, for Sinovac, aluminium
hydroxide may be causative.” Both have been implicated in
hypersensitivity reactions.* Most vaccination reactions are clas-
sified as type I (immediate) or type IV (delayed) hypersensi-
tivity responses. Type I responses usually occur within the
first four hours and result from mast cell activation and
degranulation, exemplified by anaphylaxis. Type IV responses
are delayed, commonly within hours or days after exposure.’
In our cases, the onset of localized injection site reactions was
suggestive of type IV hypersensitivity. These were similarly
reported in other mRNA vaccines.*” The distant site reactions
were either immediate or delayed. Three of the six patients
who had immediate cutaneous reactions had anaphylactic
symptoms either concomitantly or within hours. While urti-
caria and angioedema are common in anaphylactic reactions,
the petechial rash was notable in one of our cases. None of
those who had delayed cutaneous reactions developed anaphy-
lactic symptoms. A PR-like eruption, previously reported fol-
lowing vaccination (Moderna and Pfizer COVID-19 vaccines,
as well as influenza and hepatitis vaccines) and COVID-19
infection, may be related to a T-cell mediated response to the
viral epitope rather than HHV-6 and HHV-7 reactivation
associated with true PR.”'°

Most cutaneous reactions observed in this case series were
self-limited. However, for patients presenting with immediate
cutaneous reactions within hours postvaccination, it may be
prudent to monitor for further development of anaphylactic
symptoms in the next 24 h for immediate control and interven-
tion. For those presenting with cutaneous reactions 24 h post-
vaccination, supportive management and reassurance seem
sufficient. As the widespread vaccination of COVID-19 vaccines
continues worldwide, we anticipate more data regarding their

JEADV 2021, 35, e832-€942

side effect profile, including the mechanism and pathophysiol-
ogy of such side effects. The benefits versus risks from the vacci-
nes support their use and significant role in putting an end to
the pandemic.
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Herpes zoster after ChAdOx1
nCoV-19 vaccine: a case series

Dear Editor,

The SARS-CoV-2 pandemic has plagued the world over the year.
Many vaccines have been created to alleviate the morbidity and
mortality associated with COVID-19 and stop viral transmis-
sion. In Italy, the vaccination campaign with the recombinant
adenoviral vector encoding the SARS-CoV-2 spike protein
(AstraZeneca) started on 30 January 2021. The most described
vaccine-related side effects in the literature are fever, redness,
pain and tenderness at the injection site, musculoskeletal pains
and headache.! Here, we report three cases of patients that pre-
sented a reactivation of herpes zoster after the first dose of the
vaccine (AstraZeneca).

In the first case, a 76-year-old woman presented to our der-
matology department with tense vesicular lesions on an erythe-
matous background placed on the right breast region. During
anamnesis collection, it emerged that the patient received the
first dose of the ChAdOx1 nCoV-19 vaccine 7 days before the
skin eruption. In the second case, a 79-year-old man presented
the same manifestations placed over the right thigh 6 days after
vaccination. Finally, a 70-year-old man showed the same mani-
festations located on the left side of the neck 10 days after vacci-
nation. None of the 3 aforementioned cases had other symptoms
associated with the rash. On dermatological physical examina-
tion, groups of tense vesicles, sometimes excoriated, on an ery-
thematous background with dermatomal distribution have been
objectives, with associated burning and itching symptoms
(Fig. 1). Based on the clinical history and physical examination,
a diagnosis of herpes zoster was made, and, according to guideli-
nes, systemic antiviral therapy was prescribed in all cases result-
ing in the resolution of the manifestations.

VZV is a DNA virus responsible for chickenpox, with a strong
tropism for central nervous system cells. After the first infection,
it remains latent in the cranial nerves or dorsal root ganglia. In
situations of immunosuppression, trauma and fever, it can reac-
tivate and cause shingles. The immune status of the host influ-
ences the natural history of herpes zoster. Moreover, age-related
immunosenescence is the major risk factor, with the disease-re-
lated or iatrogenic immunosuppression as possible triggers for
reactivation. As already described in the literature, infection with

JEADV 2021, 35, e832-€942

COVID-19 can trigger a VZV reactivation, too.> SARS-COV-2
infection probably causes an immunosuppressive state secondary
to a decrease in the quantity of T lymphocytes. This immuno-
suppressive state has also been shown to be responsible for reac-
tivating other viruses, such as pityriasis rosea.”

Moreover, as already described in the literature, vaccines can
also trigger the reactivation of shingles.* Generally, the latency
time is about 5 days, while in our experience, the mean latency
of VZV reactivation after the ChAdOx1 nCoV-19 vaccine was
7.6 days. Probably, the vaccine may cause some immunomodu-
lation that allows VZV to escape from its latent phase.*> How-
ever, based on these data, it is possible to imagine that mass
vaccination on a global scale, due to the Covid19 pandemic,
could naturally cause an increase in the number of shingles reac-
tivation, especially in the elderly population. As there are still
very few cases of this type described in the literature, it is essen-
tial to stress how much is still to be discovered regarding the
pathophysiological mechanisms underlying the dermatological
manifestations after the ChAdOx1 nCoV-19 vaccine, so we find
these observations noteworthy.
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Figure 1 Tense vesicles and serocrust located on the right breast
on an erythematous background with dermatomal distribution.
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