
Learning Objectives
1. Present a patient with pyoderma gangrenosum (PG) 
refractory to multiple therapies.
2. Discuss PG development, treatment approaches, 
and challenges.
3. Highlight ustekinumab as a possible treatment for 
refractory PG.

Case Description
A 38-year-old female with a history of diabetes, deep 
venous thrombosis, and non-alcoholic fatty liver disease 
presented to the Dermatology clinic for PG refractory 
to treatment. She first presented in 2015 for ulcer 
formation with light purple rolled borders and purulent 
base, granulation tissue and visible tendons.  Treatment 
was initiated with oral mycophenolate mofetil and 
cyclosporine, but due to inadequate response transitioned 
to infliximab, minocycline, and prednisone taper. Her 
condition improved on this regimen and within 2 years 
her wound healed completely.  The infliximab infusions 
were then discontinued. 

Figure 1. Ulcer with violaceous rolled borders, purulent 
base and granulation tissue before treatment with usteki-
numab (2/17/2020). 

    Figure 2. Healed 
ulcer with scar-
ring after more 
than a year of 
treatment with 
u s t e k i n u m a b 
(6/28/2021).

A year later, four 
new wounds ap-
peared on her 
legs, and she 
restarted inflix-
imab, minocy-
cline, and pred-
nisone taper. An 
extensive work 
up for underly-
ing causes such 

as autoimmune disease, inflammatory bowel disease 
(IBD), medication changes and malignancy came back 
unremarkable, deeming her PG idiopathic. She continued 
to improve, with full wound closure within a year. 

In December, 2019 her ulcer reopened (Figure 1), and she 
subsequently started cyclosporine and prednisone then 
infliximab, with minimal response. She also developed 
resistant infection of the wound with Pseudomonas, 
which required treatment with intravenous antibiotics.  
In March of 2020, she then began treatment with 
ustekinumab at 90 mg/kg every 12 weeks, which was 
subsequently changed to every 6 weeks in September of 
2020 after the patient experienced a decreased response 
on the former regimen. Her ulcer is slowly healing with 
this regimen, with significant reduction in span and depth 
as of June 2021 (Figure 2).

Discussion
PG is a non-infectious neutrophilic dermatosis with a pain-
ful, ulcerating course¹. The exact pathophysiology remains 
unknown, but may involve loss of innate immune regulation 
and altered neutrophil chemotaxis². PG is often associated 
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with underlying systemic conditions such as IBD, autoim-
mune disease, medication reaction, and lymphoproliferative 
disorders.  About one half of the time its cause remains idio-
pathic, such as with our patient3. Diagnosis is primarily clini-
cal and may be supported by biopsy. Early diagnosis and ef-
fective lesion treatment help prevent further complications, 
including secondary bacterial infection and sepsis4.

Currently, no gold standard treatment exists for PG, and com-
bination therapy along with good wound care is an accepted 
strategy to address the development and progression of ul-
cers5. Traditionally, antineutrophilic agents such as dapsone 
and colchicine and immunosuppressing agents such as sys-
temic steroids, mycophenolate mofetil, cyclosporine and an-
ti-TNF inhibitors are tried first6. Recent evidence showed el-
evated expression of interleukin(IL)‐23 in patients’ skin with 
PG compared with healthy skin, lending support for possible 
treatment with ustekinumab, a human monoclonal antibody 
that targets IL‐12 and IL‐23 cytokines, specifically the p40 
subunit. Subsequently, ustekinumab may hinder the activity 
of Th1 and Th17 cells which interferes with the body’s in-
flammatory response7.  There have been several cases of 
PG successfully treated with ustekinumab8,9.

Here we reported a patient  with a refractory ulcerating PG 
without associated underlying systemic illness, and a dis-
ease course refractory to multiple other drug trials for whom 
the IL-12/23 monoclonal antibody ustekinumab was both 
successful and well-tolerated. PG presents a challenge for 
many providers in the heavy toll disease course has on pa-
tients, and the low levels of evidence for current proposed 
treatment options.  This case suggests ustekinumab as an 
additional biological therapy in cases of refractory PG.
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