Case in Point

Neutrophilic Dermatoses in
a Patient With Diabetes: An Easily
Misdiagnosed Uncommon Variant

Esther V. Jiménez-Encarnacion, MD; Ricardo Santiago-Trinidad, MD; and José Gutierrez-Nunez, MD

Without an early diagnosis, pyoderma gangrenosum, often mistaken for
an infection, can lead to unnecessary and detrimental treatments.

oderma gangrenosum (PG) is a noninfectious,
rare, but serious ulcerating skin disease, charac-
terized by recalcitrant ulcers that spread rapidly.
In as many as 70% of cases, PG may be associated
with a variety of diseases, including inflammatory bowel
disease (IBD), seropositive or seronegative arthritis, and
multiple myeloma (MM).!® Few cases have been reported
in the literature of PG in patients with diabetes mellitus.’
Early diagnosis may be challenging as there are no single
pathognomonic histopathologic findings, and clinical
features are often indistinguishable from other, more com-
mon ulcerative skin conditions. The diagnosis is one of
exclusion and is based on clinical appearance and patient
history. There are many reported cases in the medical liter-
ature of repeated, unsuccessful attempts at surgical closure
and grafting in which the diagnosis of PG is delayed, all
resulting in severe pathergic reactions, permanent scar-
ring, and irreversible disfigurement.®!' We present a case
of idiopathic atypical pyoderma gangrenosum (APG) in a
man with diabetes who was initially misdiagnosed as hav-
ing skin cellulitis.

CASE REPORT

A 61-year-old man with a medical history of type 2 dia-
betes mellitus, arterial hypertension, and a history of fin-
ger joint amputation, while gardening, noticed a small
pustule with scant purulent secretions on his left hand.
He presented to the Emergency Department (ED) with
1 day of left-hand swelling without systemic symptoms.
He did not report a penetrating trauma. Left-hand cellu-
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Figure 1. Large ruptured bullous ulcer measuring 6 cm x 7 cm with
raised irregular violaceous borders on the dorsal aspect of the left
hand.

FIGURES 1 THROUGH 6: COURTESY OF MEDICAL MEDIA OF VA CARIBBEAN
HEALTHCARE SYSTEM.

litis was diagnosed, and 7 days of moxifloxacin was pre-
scribed. The patient did not improve and returned to the
ER on 3 separate occasions for reevaluation. Moxifloxacin
was changed to trimethoprim/sulfamethoxazole, but on
the patients fourth visit to the ED, his physical exam re-
vealed a 6 cm x 7 cm bullous lesion with raised irregular
violaceous borders on the dorsal aspect of the left hand
(Figure 1) with associated similar smaller satellite lesions
(1.4 cm) on the ipsilateral fifth digit (Figure 2), and 3
more on the right hand (Figure 3). The affected areas were
warm, nontender, and oozing clear fluid, without evi-
dence of lymphangitic spread. Laboratory results revealed
leukocytosis, thrombocytosis, erythrocyte sedimentation
rate (ESR) > 120 mm/h and normocytic normochromic
anemia. The patient’s bacterial and fungal cultures were

JULY 2012 + FEDERAL PRACTITIONER - 23



aleo NO|

justlispliged siosey punom [eaibins 526002
juelsu| sploJals Al SN Xav BaN BuizioiosN auoN | Awojlospuaddelsod | N ‘9GS | ‘euAesulwusarep
Yooys ondeg UoISIOX®
sjuswapLgap SlI10B} BLWIOUIDIED [|90
a|diynin BuizinoiosN [eseq Jale SHM g
pZ. SploJals Al AM | > Xav | sod/beN SIHIN|D | 8sessIp uyoup MOSN | d4:0Z »2800¢ -11eg
(%M 7 Joye)
uoleJa0|N/SIS0I08U
abpas yeib upg
HEI0 UpiS uonew.o
I } SS90Sqe
BBERD YHm peiessiiq
2INS0|0 pajsisse SeNS Je18yIed A|
-wnnoep
AwojoisAosjoyo
juswisplqged siosey | Aolsiy [esipsw oidoosesede)
sinoy ma SSdIN SHM § Xav BaN BuizinoioaN juens[al oN | -isod sisoiosu UMS | 4 ‘gh | 25002 ‘ueleyen
uonuajul
Krepuooss Aq SIHIoSE} uneem
Buiesy pue BuizinosoeN 21UOJYD UO
uIys 2130408U JO asn unepem SISOQUIOJIY}
asop ybiy UOISIOX® J9)1eT 01 Alepuooss uieA deaQ Aiabins Jo ewnely
auosiupaid uoneJojdxe euojewaH SIj0o Jo Aio1siy oN 7002
SN | Vv uuodso|oAn Pz [eaibing BaN S$S90Sqy aAIIRIgo|N 1sealqybry | 4 :gg ‘yuomiarepn
sjue|dwi 8uo2l|Is JO
©SEBSSIP UYolD | |jeaowss pue Aised
uswispLIgaq
sijuyye | -odype uoisinaiisod
suosiupaid abeureiq SSe0sqyY plorewnayl sjuiof [esBuejeyd
U v¢ | skep € x SSdN SHM g Xav Al | BaN/BeN SHILEle] djlusAnp | -odieoelaw Jo UMS | 4 G2 | 16661 ‘Hauuag
u6Ip
auizefeseyns jo uoneindwy sijosey 1918182 A| JO SOlS
auosiupald luswepugeq BuizinosoeN J1obuly a|ppIW
Uzl | shep ¢ x SSdIN M | < Xav | BaN/BeN SIIN|IeD | esessip uyol) pue wied yo | 4 '8¢ ¢866 1 MA AeL
awi (e2460p pug) | sisoubelp | (e9469p i1S|) 91/94 sisoubelp Aogsiy BaJe pajoayy Japusab Jeak Loyiny
asuodsay | juswabeuely | 0} swi] juawabeuep |emuj |esipaw }sed {(A) oby

uoI}o9jul Upys se pasoubelpsiw wnsoualbueb ewusapoAd Jo sased Jo Malnal ainjeda) *| a|gel

24 - FEDERAL PRACTITIONER - JULY 2012



o
< E
30
X~
c ; = NB
© © s>
< ™ < (OJNG)
<
C
) 0 o E
2} c c = =
e o 3 o} c 8
o 2 0O @2 2 9
: £ g 58
3 i)
Z o5 o} o 9
~ = — =
= a<c o a O
X~
~ =
N n = ™
Pz Pz N N
IS
£ |3 &
£ = < © T
s 5] ) 0] 1)
o - = £ £
‘DC(D %) (@] [0) (0]
9] °
X @ 9 < o X T
mo'aw_cg 2 %': m =
< 292G £3|0X = 2 |< 8
>_o><_cﬂ>hmc O o s 2
= <o F Elm< < a N = 0
o o o (o))
) ) o) )
=z =z =z =z
5
o=
o ISl e)) o o
£ Q0 c (DE £
28y |2SES. 850N,
= o= Ecg 0|8 oE|0E
= = oEOE
2 00 289 00(g 60|00
O O D D5 2% 0 02 09
ozg Onl 28 <« z28 =8
)
-g 5 2 8 o0
[0} = o %_25
= O o = >0 5=
= ST = SO 9T
7= o © = Q +
o c ®© (o) > O
>0 o EO S = 93 £
o o T o S =0 Qt Qo
o > < c 3 D O O s Oc
s
[
— =85
o © © o 2
> c (0] =EO0O®
e = 5 +—= ®© = >
S v 2 = 5 L2
g BCUCDE ()] 04--9(6
© O'OQ-O 9 00 m©=
c S 535 9 c o S 0ol
=) 208 2% |255%
o =90 r <  ® ® O
= w = =
< (=) ) —
© © 1) T}
) T 2
£ i N
t ™
] g 9 |s
aw cb,\ (6 :qh;
QO 3 e Q
O -— T 175 o0
>0 n o = T
<N w m X

skin graft; TC = tissue culture.

oral; SSG

methylprednisolone; NS = not specified; PO =

intensive care unit; IV = intravenous; MPSS =

below knee amputation; ICU =

blood culture; BKA =

antibiotics; BC =

ABX =

CASE IN POINT

negative. Diagnostic considerations included sporothri-
cosis and refractory cellulitis due to community-acquired
methicillin-resistant Staphylococcus aureus (MRSA). Em-
piric antimicrobial therapy with itraconazole, vancomy-
cin, and piperacillin/tazobactam was implemented but
ineffective. A skin biopsy, taken from one of the lesions
on the left hand, was remarkable for neutrophilic infiltra-
tion of the superficial and deep dermis without evidence
of vasculitis, which was consistent with acute neutro-
philic dermatosis (Figure 4). This histologic pattern, in
association with the clinical presentation, suggested PG
as the etiology.

Results from the workup for PG-associated conditions
such as rheumatoid arthritis (RA), Wegener’s granuloma-
tosis, paraproteinemia, hepatitis, and IBD were negative.
The diagnosis of idiopathic APG was established, and an-
timicrobial therapy was discontinued. High-dose intrave-
nous (IV) methylprednisolone (1 g/d) was initiated, and
after 3 days of therapy, there was significant improvement
in the lesions (Figure 5). After 5 days of therapy, the le-
sions resolved (Figure 6). Systemic steroids were tapered
and eventually discontinued. Over 2 months, the ulcer re-
gressed without scarring, and no recurrence was reported.

DISCUSSION

PG is an ulcerative, necrotic dermatosis of unknown eti-
ology.'? It was first described in 1930 by Brunsting and
colleagues, who believed that streptococcal infection was
a major component leading to secondary cutaneous gan-
grene.'® This theory later was disproved, but because
of the clinical appearance of the disease, the name pyo-
derma gangrenosum has persisted.'* There are 3 distinct
clinical variants of PG described: classical, atypical, and
peristomal. The classical variant can occur anywhere on
the body but is usually localized to the lower extremities.
Atypical PG is characterized by superficial lesions that
involve mostly the upper extremities in 75% of the cases,
with the presence of hemorrhagic bullous formation, as
seen in our patient."”

A diagnosis of PG is made clinically as no specific his-
topathologic or immunofluorescent patterns are present.
Diagnosis can be challenging and depends on recognition
of the wide spectrum of clinical features. The lesions of
PG characteristically have an acute, rapid, painful de-
velopment, usually beginning as red papules. Within
hours, the lesions become pustular, spread rapidly, and
undergo central necrosis with purulent bases and irregu-
lar, erythematous borders with a purple hue. Our patient
developed a large bullous ulcer in 4 days. Although his-
topathologic features are not diagnostic, a skin biopsy
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Figure 2. Similar smaller satellite lesions (1.4 cm) on the ipsilateral
fifth digit with associated edema, erythema up to the wrist.

Figure 3. He had similar satellite lesions on his contralateral hand.
Also notice the fifth DIP joint amputation.

Figure 4. Photomicrograph of biopsy over the bullous lesion on
the left hand, showing a nonspecific diffuse, neutrophilic infiltra-
tion in the superficial dermis, accompanied by inflammatory cells
(hematoxylin-eosin).

Figure 5. Significant improvement after 3 days of systemic cortico-
steroid therapy.

Figure 6. Aimost complete resolution after 5 days of therapy.

is necessary to exclude other causes of acute skin ulcer-
ations, particularly infections and necrotizing fasciitis.'® As
in our case, PG initially may be mistakenly diagnosed as a
skin infection such as skin cellulitis or necrotizing fasciitis
(Table 1). However, the borders of necrotizing fasciitis are
usually poorly defined and rapidly progressive over hours;
as opposed to PG, which has a well-defined violaceous
ulcer edge and progresses more slowly over days. More-
over, cultures in PG are often negative and respond poorly
to systemic antibiotics. The most distinctive feature of PG
is its rapid and dramatic response to corticosteroids.

The most common systemic diseases associated with
PG include IBD, inflammatory arthritis, myeloprolifer-
ative disorder, and chronic active hepatitis.'” APG also
may be associated with myelodysplastic disorders and IgA
paraproteinemia.'® Vasculitis, infections, malignancy, and
factitious ulcers can mimic lesions of PG and need to be
excluded before making a diagnosis."

On diagnosis of PG, prompt implementation of ther-
apy is essential. Treatment involves a combination of

Continued on page 28
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Continued from page 26

local wound care and systemic therapy. Systemic thera-
pies include corticosteroids, cyclosporine, mycophenolate
mofetil, azathioprine Jdapsone, tacrolimus, cyclophos-
phamide, chlorambucil, and tumor necrosis factor-alpha
(TNF-alpha) inhibitors.?* IV therapies include pulsed
methylprednisolone Jpulsed cyclophosphamide finflix-
imab Jand IV immune globulin. Our patient showed a dra-
matic clinical response after 3 days of methylprednisolone
pulse therapy.

Pathergy is a feature of PG with new lesions arising
at sites of minor trauma; therefore, surgical debridement
should be avoided since it can incite the disease process.
Repeated attempts at surgical closure and grafting of
wounds result in severe pathergic reactions, permanent
scarring, and deformities.®!! In this case, a minimal lacera-
tion was likely the incitant activating the pathergic reac-
tion. In the patient’s contralateral left hand, 2 years prior,
an unhealed traumatic ulcer led to amputation of his right
fifth distal interphalangeal (DIP) joint after a surgical de-
bridement, suggesting a severe pathergic reaction induced
by surgical manipulation (Figure 3).

In summary, as reported in the literature and as dem-
onstrated by this case, PG is often mistaken for an in-
fection and is treated with operative debridement and
administration of antibiotics. Operative treatment is over-
whelmingly contraindicated because of its well-docu-
mented propensity to exacerbate the condition. A high
index of suspicion is, therefore, essential to diagnose PG
clinically, because failure to do so in the early stages of the
disease can lead to disfigurement, amputation, or unnec-
essary and detrimental surgery. ([
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The opinions expressed herein are those of the authors and
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