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1  |  INTRODUCTION

Ecthyma contagiosum, also called the orf disease, is a 
zoonotic skin infection caused by the orf virus (OrfV) 
that belongs to the family of parapoxvirus. It is transmit-
ted to humans by direct contact with infected animals 
(such as sheep and goats) or by contaminated fomites 
and meat.1

It is a self- limiting condition in immunocompetent 
patients and typically resolves after several weeks with-
out any specific treatment. However, in immunocom-
promised patients such as cases with a history of organ 
transplant, orf usually manifests as giant, persistent and 
atypical lesions.2– 5

Herein, we present a case of recurrent, giant digital orf 
in a female patient with a past medical history of hairy cell 
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leukemia in addition to a literature review on cases of orf 
in immunocompromised patients.

2  |  CASE PRESENTATION

A 70- year- old woman with an enlarging tumor on the dor-
sum of her right second finger presented to our clinic. She 
had been diagnosed with hairy cell leukemia 5 years ago. 
The patient had received rituximab and cladribine and was 
in complete remission. At the present time, she was not 
receiving any treatment for hairy cell leukemia. She had a 
history of cutting her finger while cleaning and preparing a 
sheep's head and one week later, a non- healing lesion de-
veloped on her right second finger. Four months after the 
lesion's appearance, she visited a surgeon. The lesion was 
removed with a shave excision, and the pathology reported 
it as granulation tissue. One month later, a rapidly grow-
ing, lobulated mass recurred at the site of the shaved biopsy, 
which grew to approximately 6x10 cm after several weeks 
(Figure  1). She visited a family medicine physician and 
was referred to a surgeon for an incisional biopsy to rule 
out possible malignancies. However, during the operation, 
the surgeon decided to amputate the digit due to the broad 
base of the tumor and tissue fragility and sent it to a pathol-
ogy laboratory. The histopathologic examination revealed 

vacuolated epidermal cells with eosinophilic inclusion bod-
ies in some keratinocytes (Figure 4). The pathology result in 
addition to the patient's history of the previous contact with 
sheep was consistent with the diagnosis of orf disease. Two 
weeks after the surgery, signs of recurrence were noticed, 
and the patient was referred to a dermatologist (Figure 2). 
Recurrent lesions were treated with cryotherapy (every 
two weeks) and topical imiquimod cream (three times a 
week). Despite treatment with topical imiquimod cream 

F I G U R E  1  Giant orf lesion on the dorsum of the index finger 
of the right hand

F I G U R E  2  Orf lesion recured after 2 weeks following the 
amputation

F I G U R E  3  Complete resolution after 10 weeks of treatment 
with subcutaneous injections of interferon alfa- 2a and topical 
imiquimod cream 5%
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and two sessions of cryotherapy, the lesions enlarged after 
one month, and new lesions began to appear at the site of 
the amputation. She was prescribed systemic subcutaneous 
injections of interferon alfa- 2a (3 million IU twice weekly) 
and topical imiquimod cream 5% daily. Treatment was well 
tolerated by the patient with no complications except for a 
mild fever the first night after each injection. Four weeks 
after starting the interferon, remarkable shrinkage of le-
sions was observed. As a result, the interferon injections 
were reduced to 3 million IU weekly and continued for 6 
more weeks when all lesions were resolved (Figure 3). No 
new lesions were noted during the six months of follow- up.

3  |  DISCUSSION

We reviewed the literature in PubMed/Medline database 
for articles published from inception up to 2/8/2022 re-
garding cases of orf in immunocompromised patients by 
using the following keywords:

Orf, contagious pustular dermatitis, contagious 
ecthyma, infectious labial dermatitis, ecthyma conta-
giosum, thistle disease, scabby mouth, immunosuppressed, 
immunosuppression, immunocompromised, immuno- 
compromised, immuno- suppressed, immunocompetent.

Out of the retrieved articles, we included 14 studies. 
Twelve (85.71%) males and two (14.28%) females with a 
mean age of 52.5 ± 11.31 were enrolled. The majority of 
patients (n = 8, 57.14%) had a history of organ transplants 
and most of them had a history of contact with sheep. The 
characteristics of the included studies are summarized in 
Table 1.

Human orf is a self- limited skin infection caused by a 
parapoxvirus and transmitted to humans through contact 
with infected animals such as sheep and goats or contami-
nated fomite. The virus from infected animals is proposed 
to transmit to human skin by cuts and abrasions. Orf le-
sions are most frequently found on the exposed areas of 
the human skin that can be in contact with animals. Orf 
lesions can be painful. Notably, secondary bacterial in-
fections can occur at the site of skin openings.21 Orf le-
sions usually regress and heal spontaneously in 3– 6 weeks 
with no scarring.1,2 Previous studies indicated that Orf in 
humans can be misdiagnosed and they are mostly over-
treated with undesired high costs.21 There has not been 
any report of mortality from Orf in humans.21– 25

However, in immunocompromised patients, the le-
sions may be giant (tumor- like), long- lasting, and resistant 
to treatment.3 Amputation should only be considered as 
the last chance remedy in severe cases with no response 
to treatment.21,26– 28 Histological findings include epithe-
lial hyperplasia, intracellular viral inclusions, and prom-
inent dermal vasculature. It should be noted that these 
findings are nonspecific, and a definite diagnosis can be 
made by PCR.4

Opene et al. proposed the name “orf progressiva” to de-
scribe the destructive and progressive nature of this type 
of giant orf and its resistance to treatment.5

Treatment options considered for giant orf in im-
munocompromised patients often include surgical 
excision,6 cryotherapy, topical imiquimod,7,8 topical 
idoxuridine 40% application,9 topical and intralesional 
cidofovir,10 intralesional and systemic interferon 
injection.11,12

F I G U R E  4  A– D: H&E staining 
revealed island spaces formed by finger- 
like downward projections of epidermis. 
Epidermis & projections composed of 
vacuolated epidermal cells with some 
eosinophilic bodies. No malignant change 
was identified. Hyperplasia, parakeratosis, 
stroma with hyper- vascularization, 
acanthosis, and viral inclusions of Orf 
were observed
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Surgical strategies often cause a delay in the healing pro-
cess with a high rate of recurrence. In some cases, giant orf 
lesions are misdiagnosed as skin cancers and lead to ampu-
tation.4 Therefore, physicians must be aware of tumor- like 
presentations of giant orf in immunocompromised patients 
to avoid aggressive surgical procedures and potential mor-
bidity. Most progressiva orf patients, subjected to surgical 
treatment, require serial excisions or combination medical 
therapy for complete remission of the condition. Hence, 
surgical procedures are not recommended as the first line of 
treatment for these patients. Based on the results of our lit-
erature review, the majority of cases that showed large- sized 
tumor- like lesions of orf had a history of organ transplant.

We observed a complete resolution with systemic inter-
feron alfa- 2a injections combined with topical imiquimod 
in ten weeks. In a similar case reported by Ertekin et al.,12 
this treatment resulted in complete healing in 9 weeks.

The antiviral, antiproliferative, and antiangiogenic 
properties of systemic interferon alfa- 2a result in com-
plete regression of the lesions, making it a suitable option 
for treatment of recalcitrant giant orf in immunocompro-
mised patients.13-17

In conclusion, immunocompromised patients may ex-
perience giant, persistent, and atypical lesions of orf dis-
ease. Our case highlights the importance of considering 
orf as a differential diagnosis, especially in immunocom-
promised patients complaining of a nodule or tumor- like 
lesions with a past history of close contact with animals 
such as sheep and goats or a history of cutting a body 
part through meat cleaning. When facing such lesions, a 
thorough history including the patient's occupation, close 
contact with animals, and history of cutting a body part 
(commonly extremities) should be taken from the pa-
tient.18-20 Our case is unique in that it presents a case of 
recalcitrant orf that persisted even after amputation which 
was successfully treated with interferon alfa- 2a. Before 
amputation in orf cases, a thorough assessment and con-
sultation with infectious disease specialists, surgeons, and 
dermatologists should be done. Physicians should be aware 
of the rare presentation of diseases particularly in immu-
nocompromised patients in order to avoid misdiagnosis.
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