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Pyoderma Gangrenosum With 
Systemic Symptoms Initially 
Misdiagnosed as Cellulitis
Misty M. Hobbs, BSc1 • Zachary H. Tarter, BSc1 •  
Chase L. Wilson, MD2

A 67-year-old woman with a history of irritable bowel syn-
drome (IBS) and diverticulitis presented to her primary 
care provider for evaluation of a leg wound.

Over the course of a few days, the patient had developed 
warmth, erythema, edema, pain, and tenderness of the left an-
terior lower leg. Cellulitis had been suspected, and she had been 
given a 7-day course of cephalexin, followed by clindamycin 
after the cellulitis had failed to improve. Bacterial wound cultures 
were obtained and ultimately were negative for bacteria.

A dermatologist was consulted, given the recalcitrance of the 
symptoms to antibiotics and the unusual clinical appearance of 
the lesions. On consultation, the patient reported having low-
grade fevers, joint pain in her elbows and shoulders, and extreme 
pain of the involved left lower leg. Examination of the skin of 
the left shin revealed a violaceous, tender nodule with minimal 
serosanguineous drainage and surrounding ill-defined erythema 
(Figure 1).

The differential diagnosis included pyoderma gangrenosum 
(PG), atypical mycobacterial infection, deep fungal infection, 
and Sweet syndrome. Two punch biopsies were performed; one 
specimen was sent for histologic evaluation, and the other for 
bacterial, atypical mycobacterial, and fungal tissue cultures.

Three days later, the patient developed worsening painful 
violaceous ulceration with undermined borders on the left shin 
and inferior abdomen, and new tender violaceous nodules and 
plaques on the dorsal left foot, right lower leg, and bilateral arms 
(Figures 2-6).

Violaceous, tender nodule with minimal serosanguineous 
drainage and surrounding erythema on the patient’s left shin.
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The patient had developed 
warmth, erythema, edema, 

pain, and tenderness of the 
left anterior lower leg. 

Cellulitis had been 
suspected, and she had 

been given a 7-day course 
of cephalexin.
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Because of her primary care physician’s concern for progres-
sive cellulitis, the patient was admitted to our community 
hospital. The biopsy specimen demonstrated purulent neutro-
philic inflammation with perivascular lymphocytic inflamma-
tion and dermal fibroplasia, favoring a diagnosis of PG as 
opposed to cellulitis. A repeated biopsy was performed while 
the patient was hospitalized, with a final read of acute celluli-
tis; however, all blood and wound cultures ultimately returned 
negative for bacteria.

The skin lesions continued to worsen despite the administra-
tion of broad-spectrum intravenous antibiotics, and the patient’s 
interdisciplinary team agreed on a final clinical diagnosis of PG 
with systemic symptoms. Prednisone was started at 60 mg dai-
ly, which resulted in rapid resolution of her pain, fever, and joint 
pain. She was slowly tapered off prednisone as an outpatient, 
with complete remission of her skin lesions. Her symptoms 
began to flare when the prednisone dose reached 10 mg daily, 
and corticosteroid-sparing agents were discussed.

During the prednisone taper, the patient underwent a colo-
noscopy and was diagnosed with inflammatory bowel disease 

(IBD), ultimately requiring surgical intervention, and she was 
lost to follow-up.

Discussion. PG is a rare neutrophilic dermatosis that classi-
cally presents as rapidly progressing red to violaceous cutaneous 
ulcers with undermined borders and a purulent base on the 
lower leg or abdomen. These lesions sometimes can manifest as 
a response to trauma, a phenomenon known as pathergy.1 
Nonulcerative forms also exist, including peristomal, pustular, 
bullous, and vegetative PG.2

Systemic symptoms such as fever, malaise, arthralgia, and 
myalgia may be present, and PG may present as part of an au-
toinflammatory syndrome such as PAPA (pyogenic arthritis, 
PG, and acne), PAPASH (pyogenic arthritis, PG, acne, and 
hidradenitis suppurativa), or PASH (PG, acne, and hidradenitis 
suppurativa).2,3 Extracutaneous findings, most commonly pul-
monary involvement, may also occur preceding, during, or 
following the appearance of skin lesions.4 The differential diag-
nosis for PG is wide and includes vascular occlusive or venous 
disease (venous stasis ulcers), vasculitis, leukemia cutis, primary 
cutaneous infection (cellulitis; deep fungal infection such as 

Worsening violaceous ulceration with undermined borders on 
the left shin.

2

Violaceous ulceration with undermined borders on the inferior 
abdomen.
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New tender violaceous nodules on the dorsal left foot.

4

New tender, violaceous nodules on the right lower leg

5

aspergillosis; cutaneous tuberculosis), drug-induced, or other 
inflammatory disorders (cutaneous Crohn disease).5

PG has long been considered a diagnosis of exclusion; how-
ever, a lack of objective diagnostic criteria likely contributes to 
frequent misdiagnosis. In 2018, two sets of validated diagnostic 
criteria were proposed, including the Delphi consensus criteria6 
and the PARACELSUS score7 (Table). Notably, histologic rule-
out of infection or assessment of relevant differential diagnoses 
is still included in these criteria.

As in our patient’s case, histopathologic findings are nonspe-
cific and include a dense neutrophilic infiltrate without evidence 
of microorganisms on special stains and culture. Secondary 
leukocytoclastic vasculitis is present in approximately 40% of 
cases, and early lesions may show a deep suppurative folliculitis.8

Sweet syndrome is another prototypical neutrophilic derma-
tosis that has overlapping clinical and histopathologic findings 
with PG, although fever is more common, and ulceration is less 
likely.9 Both are frequently associated with multisystemic disor-
ders, such as chronic autoimmune disorders (IBD, rheumatoid 
arthritis), myeloproliferative disorders (eg, acute myeloid leu-
kemia), and solid malignancies.10 New tender, violaceous nodules on the arms.
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Immunosuppression (eg, systemic corticosteroids, infliximab) 
is the mainstay of treatment of PG, although no single, specific 
treatment exists, and only two controlled trials for treatment 
have been published.2

Because of its varied clinical morphology and presentation, 
nonspecific histopathology, and systemic symptoms mimicking 
infection, a high index of suspicion for PG must be maintained. 
Histopathologic findings are nondiagnostic and may mimic 
those of cellulitis. Thus, in nonresponsive cases of presumed 
cellulitis, such as the case presented here, PG should be consid-
ered, even if cellulitis has been “biopsy-confirmed.” Furthermore, 
a thorough review of systems including constitutional, gastro-
intestinal, pulmonary, and hematologic considerations should 
be performed in such cases. For example, our patient had a 
longstanding diagnosis of IBS and episodes of diverticulitis; 
following this presentation, she was diagnosed with IBD. Rou-
tine bloodwork, including a complete blood cell count, a com-
prehensive chemistry profile, urinalysis, and a hepatitis profile 
should be obtained to evaluate for an underlying systemic illness 
in cases of PG, and serum and/or urine protein electrophoresis 
and a peripheral smear should be ordered if indicated. n 
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Table. Diagnostic Criteria for Ulcerative PG

2018 Delphi Consensusa

Criteria Designation

Biopsy with neutrophilic infiltrate Major

Exclusion of infection on histology Minor

Pathergy Minor

Personal history of IBD or 
inflammatory arthritis

Minor

Papule, pustule, or vesicle that 
rapidly ulcerates

Minor

Peripheral erythema, undermining 
border, and tenderness at site of 
ulceration

Minor

Multiple ulcerations (at least 1 
occurring on anterior lower leg)

Minor

Cribriform or wrinkled-paper scars at 
healed ulcer sites 

Minor

Decrease in ulcer size after 
immunosuppressive treatment

Minor

2018 PARACELSUS Scoreb

Criteria Designation Points

Progressing disease (ulcer 
developing within 6 weeks)

Major 3

Assessment of relevant differential 
diagnoses

Major 3

Reddish-violaceous wound margin Major 3

Amelioration (alleviation) by 
immunosuppressant drugs

Minor 2

Characteristically irregular (bizarre) 
ulcer shape

Minor 2

Extreme pain >4/10 on visual 
analogue scale

Minor 2

Pathergy Minor 2

Suppurative inflammation in 
histopathology

Additional 1

Undermined wound border Additional 1

Systemic disease–associated Additional 1

aThe presence of 1 major criterion plus 4 minor criteria is the 
threshold for diagnosis.
bIf point total is ≥10, PG is highly likely; if point total is <10, PG is 
unlikely.

In nonresponsive cases of 
presumed cellulitis, PG 
should be considered, even 
if cellulitis has been 
“biopsy-confirmed.”
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