
The diagnosis remains probable despite the strong temporal

relationship because after literature review with the keywords

‘SARS-CoV-2’, ‘Vaccine’, ‘COVID-19’, ‘Angiomatosis’,

‘Haemangiomatosis’, ‘Cherry’ and/or ‘Angiomas’, no other arti-

cles describe true eruptive angiomas after any SARS-CoV-2

vaccine.

The pathogenesis of this skin disorder remains unclear.

Among the various possibilities, we proposed an HVV-8 reacti-

vation elicited by the vaccination,1,5 but a real-time PCR

requested to search for herpesvirus DNA on cutaneous samples

resulted negative.

Cells exposing angiotensin-converting enzyme 2 (ACE2)

could be altered by circulating spike proteins, probably affecting

the ACE2 pathway.6 Inflammation or increased angiotensin II

levels could stimulate the proliferation of predisposed endothe-

lial cells of the skin, causing angiomas; the latter mechanism is

also proposed in infantile haemangiomas.7 Still, experimental

studies have not shown significant alterations in the angiotensin

II pathway in patients with COVID-19.8

We believe in a dysregulation of the neuropilin-1 (NRP-1)

proteins cascade9 as a plausible mechanism. Spike protein por-

tions could bind to the NRP-1 and interfere with the VEFG-R,

which has been already described to cause cherry angiomas pro-

liferation when dysregulated. This interaction could recall the

side effects produced by ramucirumab and other VEGF-R inhi-

bitors.10

In conclusion, in this case report, we aimed to raise awareness

of the increasing variety and complexity of viral, paraviral and

vaccine skin reactions induced by the immune response to the

genetic material related to the SARS-CoV-2. By sharing this case,

we hope that physicians can be aware of the increasing spectrum

of AEDs related to these vaccines skin manifestations, however

harmless and self-limiting.
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Recurrence of cutaneous T-cell
lymphoma post viral vector
COVID-19 vaccination
Dear Editor,

We are living an ongoing global COVID-19 pandemic which is

associated with a considerable number of fatal cases worldwide.1

Vaccines are the promising solution to minimize the problem

amongst cancer patients; however, there are limitations to be

considered such as the efficacy of COVID-19 vaccines for

immunocompromised individuals and possible interactions

between the vaccine and cancer.2–4

On the latest issue of JEADV, Damiani et al.5 reported exacer-

bation of immunobullous diseases post COVID-19 vaccination.

We present two CTCL cases which were in remission for

many years and the immunization with viral vector COVID-19

vaccine (Vaxzevria, Oxford/AstraZeneca, Cambridge, England)

induced them to reappear.

The first case is a 60-year-old male diagnosed with fol-

liculotropic mucosis fungoides (MF) tumour, stage T1a/ΙΑ.
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Clinically, he presented with areas of alopecia areata such

as rash (i.e. patches with hair loss on the face, arms and

pubic area with no epidermal involvement) and minor

patches in the same anatomic locations. The last 2 years,

the disease was stage T1aN0M0 with only one stable patch

on the occipital area (Fig. 1a–e); 4 weeks after the first dose

of the vaccine, a minor lichenoid induration on the periph-

ery of the patch was observed. A week after the second dose,

small nodules were detected on the same location (Fig. 1f).

An incisional biopsy was performed and the diagnosis of

CD30+ large cell transformation (LCT) tumour stage MF

(Fig. 1g–j) was set by immunohistochemistry and PCR

analysis.

The second case is a 73-year-old female, with a 10-year history

of early-stage MF (stage T1a/IA) and lymphomatoid papulosis

type A (LyP). Both diagnoses were immunocytochemically and

molecularly confirmed. She was treated successfully with PUVA

and she was in remission the last 7 years. Ten days after the first

dose of the vaccine, she developed a rash on areas where LyP was

previously evident (Fig. 2a). The histology confirmed the diag-

nosis of LyP type-A (Fig. 2c–h).
The question which is raised in these cases is whether and via

which pathway the vaccine has caused the MF CD30+ LCT and

the reappearance of primary cutaneous CD30+ lymphopro-

lipherative disorder.

According to the literature, the education of CD4+ T, CD8+ T

and B cells against SARS-CoV-2 S protein appears to be the most

feasible way for COVID-19 vaccine production. Both cancers

and coronavirus provide a persistent and chronic antigenic load,

amongst which PD-1, resulting in T-cell exhaustion. Therefore,

it is important to assure the vaccination would not cause a fur-

ther T-cell exhaustion state which may have already been

induced by tumour cells.6–8

CD30 is expressed on a small subset of activated T and B lym-

phocytes and a variety of lymphoid neoplasms. Studies showed

that CD30 expression on lymphocytes could be induced by

in vitro antigenic stimulation by mitogens or viruses such as

HSV. CD30 expression appears higher in CD4+ and CD8+ cells

producing a Th2-type cytokine response.6 Recently, Brumfiel

et al.,7 reported a case of recurrence of cutaneous CD30 positive

lymphoma following mRNA vaccine (Pfizer-BioNTech COVID-

19 vaccine, New York, NY, USA). In our case, it was given a viral

vector vaccine which does not include live viruses, however, con-

tains a part of the coronavirus stuck to adenovirus, which trig-

gers an immune response. We speculate that the recurrence of

the disease in our patients as well as Brumfiel’s case was possibly

caused by the activation of CD30 via the above pathway i.e.

overproduction and exhaustion of CD4+ and CD8+ cells which

expressed CD30 after being triggered by the adenovirus. How-

ever, this could also be a coincidental finding, unrelated to the

(a) (b) (c) (d) (e)

(f) (g) (h) (i) (j)

Figure 1 Clinical presentation and histology before (a–e) and after (f–j) the vaccine. (a) Purple patch on the occipital area, (b) H&E920: Lymphoid
infiltration of the dermiswith prominent folliculotropism, (c) CD3940: CD3 expression, (d) CD4920: CD4 expression, (e) CD30920: SparseCD30
positivity, (f) Lichenoid induration and small nodules on the periphery of the patch, (g) H&E920: dense, diffuse, full thickness lymphoid infiltration
of the dermis, (h) H&E9400: increased numbers of large neoplastic T lymphocytes among the lymphocytic population, (i) CD3X 20: CD3 expres-
sion, (j) CD30940: extensiveCD30positivitymainly in the large anaplastic T lymphocytes (transformation to peripheral CD30+T-cell lymphoma).
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vaccine since MF and especially the LyP are known for a waxing

and waning course of the disease.

To our knowledge, reappearance of a pre-existing neoplastic

condition or lymphoproliferative disease post COVID-19 vacci-

nation is extremely uncommon. Currently, there is limited evi-

dence in regard to the safety and efficacy of vaccines in patients

with altered immunity. Further studies are needed for this target

group of patients.
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Figure 2 Clinical presentation and histology after the vaccine. (a) Erythematous papules on the dorsal aspect of the thigh, (b) erythema-
tous papules and scaly plaques on the abdominal area, (c) H&E 9100, (d) diffuse H&E 9200: polymorphic infiltration of the reticular der-
mis by lymphocytes of various sizes (small to large anaplastic), (e) CD30 9100, (f) CD30 9200: CD30 expression by the majority of the
lymphocytic population, (g) CD4 9100: Predominantly CD4 expression, (h) CD8 9100: CD8 expression.
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