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Uncommon assotiation of pyoderma
gangrenosum and pemphigus vulgaris:
a case report and diagnostic challenge

Pyoderma gangrenosum (PG) is a rare, non-infectious neutrophilic dermatosis that typically presents as painful skin
ulcers, most commonly affecting middle-aged women. While its exact pathogenesis remains unclear, it is often associated
with systemic diseases. We see reports about idiopathic cases and drug-induced variants, too. However, PG associated
with autoimmune blistering disorders such as pemphigus vulgaris is a highly uncommon phenomenon and has not been
pre-viously recorded.

A unique case is present of PG in a patient with pemphigus vulgaris to increase clinicians’ awareness of this occasional
combination and its diagnostic and therapeutic complexities, given limited therapeutic options.

A 50-year-old woman with relapsed pemphigus vulgaris was included in a clinical study of the efficacy of a neonatal Fc
receptor (FcRn) inhibitor in this dermatosis on the background of basic therapy with prednisolone 0.5 mg/kg/day. During
treatment, new skin lesions appeared under the mammary glands and rapidly transformed into large, painful ulcers with
purulent discharge. Despite systemic immunosuppressive therapy, the lesions did not heal, which raised the suspicion of
pyoderma gangrenosum. Differential diagnosis excluded infectious lesions and systemic comorbidities, including
oncopathology. Due to the lack of timely histological results of biopsy specimens from the affected area, the diagnosis of
PG was established clinically. Since standard systemic immunosuppressive therapy could not be changed according to
the study protocol, we have limited our treatment to topical antiseptics and silver cream. After 4 weeks, we observed
significant clinical improvement, and ulcers healed within four months. Three-year follow-up of the patient after this case
and the completion of the study confirmed a stable remission of both PG and pemphigus vulgaris.

Conclusions. PG can develop on the background of pemphigus vulgaris due to pathergy — a phenomenon when a minor
trauma, including that provoked by acantholysis, triggers exaggerated immune responses in fragile skin, chiefly in areas
prone to friction and moisture. Diagnosis in such cases is significantly complicated, especially in atypical localization.
Clinical judgment, visual assessment, and medical history remain key for the timely detection. The illustrated case is the
first documented example of the association of PG and pemphigus vulgaris in Ukrainian practice.
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Nevertheless, the PG may be an indicator of various
underlying conditions. We are aware of the well-

yoderma gangrenosum (PG) is an uncommon,
non-infectious autoinflammatory disease from

the group of neutrophilic dermatoses that affects up
to 10 cases per 1 million people annually, with a
female prevalence, especially at the age of 40+ [10].
It negatively impacts quality of life and carries [11].

The etiology and pathogenesis of this dermato-
logical nosology remain incompletely elucidated [8].

known concurrent systemic diseases. They are inflam-
matory bowel disease, hematologic malignancy,
hidradenitis suppurativa, rheumatological disorders,
PAPA syndrome, or IgA monoclonal gammopathy.
Nowadays, drug-induced cases are increasingly
being recorded. Such triggers could even be sys-
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temic retinoids, insulin, BRAF/MEK inhibitors,
tyrosine kinase inhibitors, immune checkpoint
inhibitors, VEGF inhibitors, Anti-CD-20 antibod-
ies, TNF-a inhibitors, Interleukin inhibitors [4],
which we use for the management of many skin and
other autoimmune conditions. The paradox is that
these same medications can be successfully applied
for PG treatment [3, 6,7, 9].

However, most cases are idiopathic as associated
risk factors cannot be detected, and the association
with blistering disorders was not discussed widely.

Classically, PG manifests as an erythematous
papule or pustule that rapidly develops into a pain-
ful skin ulcer or multiple ulcerations [4, 10] that
destroy all skin layers, not rarely muscles and ten-
dons. It does not have a typical localization and
commonly starts at the site of trauma, injury, stoma,
or along the scar on the thin skin area. Severe pain,
which causes significant discomfort, nervousness,
and mobility loss, is another characteristic of this
dermatosis. The ulcer has a long, persistent course
and a poor healing tendency. A purulent necrotic
mass is usually at the base of the ulcer. Borders are
well-defined, undermined, violaceous, raised due to
swelling, and the surrounding zone is erythematous.
Typical cribriform appearance is a clinical clue for
the diagnosis [12].

Any epidermis integrity damage caused even by
minor trauma such as scratching or irritation, some-
times due to high humidity or increased local tem-
perature, can be a trigger factor, too. Such reasons
may also be an increased immune response and
inflammation in autoimmune dermatoses, particu-
larly in pemphigus vulgaris. All these demonstrate
the notorious pathergy phenomenon. Moreover, drugs
and even those that are successfully used to treat
pemphigus (systemic steroids, immunobiology ther-
apy, cytostatics) could act as provoking factors [7].

Despite the widespread belief that the typical
localization of ulcers is the shin, the under-breast
area affection in women is possible. First, this area
is rich in fat tissue and sweat glands. It is more
sensitive and prone to friction or trauma from mam-
mary gland movement due to the exceedingly thin
epidermis. Thus, ulceration spreads in depth migh-
tily fast. Besides, warm and wet skin in this area is
common for females. Second, the problem may be
complicated by the mammary glands generous size,
excessive sensitivity caused by rash, and, as a result,
the refusal of bra use. In addition, a large breast
makes it difficult for air to reach the injured skin,
contributing to the development of infections, and
due to that, the healing process could be slowed
down. Chronic friction, a perfect environment for
chafing, and the blisters or erosions caused by pem-
phigus presence — all contribute to PG develop-

ment. A bullous variant of such dermatosis is less
common, and it is challenging to recognize this
disease in time. Therefore, we can accurately diag-
nose PG only if active comorbid conditions are
available.

Regarding the diagnostic methods, unfortu-
nately, no laboratory test would unequivocally
confirm the diagnosis of PG. The skin biopsy result
is not specific either. Despite that, they are essential
for differentiating and ruling out other diagnoses,
especially malignancy [9].

Treatment for this specific ulcerative process is
always individual and depends on the type and
severity of PG. It takes a long time (mostly a few
months) and still does not often produce the desired
efficacy, as the affected area is mostly not responsive
to topical or systemic treatment. The treatments
include systemic glucocorticosteroids, immune biol-
ogy therapy, and topical medicines [4, 5]. However,
they might cause serious side effects. Ultimately, the
correct management of the healing process, which
can last more than 3—4 months and always leaves
scars, close monitoring, and patient follow-up is
mandatory [2, 5].

This article aims to draw attention to rare auto-
immune diseases such as PG and emphasize an
unusual association with pemphigus vulgaris, which
could be challenging and lead to late recognition of
this puzzle in most cases.

Case presentation

A 50-year-old female patient of our clinic was under
supervision due to relapsed pemphigus vulgaris, a
potentially life-threatening condition. She had suf-
fered from dermatosis for 1 year, and previous first-
line treatment with systemic corticosteroids showed
a poor response. Therefore, she was offered partici-
pation in a clinical trial to study the efficacy and
safety of a new targeted immunobiological drug for
treating pemphigus. Since the patient met all the
inclusion criteria for the study and provided written
informed consent, she was enrolled in this project.

Baseline characteristics of the patient’s derma-
tological status: multiple blisters and extensive
erosions in the skin and oral mucosa (genitals and
scalp were intact), up to 7 cm, caused a burning
sensation and severe discomfort. The PDAI (Pem-
phigus Disease Area Index — scale for pemphigus
activity evaluation) was 35 and characterized mod-
erate disease severity.

According to the study protocol, the baseline
therapy of pemphigus was oral prednisone at a dose
of 0.5 mg per kg daily. Investigational medicinal
product — a 5 ml placebo solution with recombinant
human hyaluronidase or 1000 mg of an investigated
neonatal Fc receptor (FcRn) inhibitor that reduces
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circulating 1gG levels — was administered subcuta-
neously weekly (the first phase of the trial was
double-blinded).

During this therapy, we observed a significant
clinical improvement and achieved PDAI 5, indicat-
ing the presence of more than 3 lesions and/or at
least one > 6 ¢cm in diameter. Lesions on the trunk,
extremities, hard palate, and buccal mucosa resolved
completely, leaving only hyperpigmentation. Ho-
wever, erosions beneath the breast did not show
a tendency to heal. Furthermore, new blisters up to
2 c¢m in diameter appeared on the unchanged skin
under both mammary glands. In contrast, over the
next 2 weeks, the lesions rapidly spread and merged,
extending to the abdominal skin, exposing the hypo-
dermis. Ulcerated areas reached 15 ¢cm in diameter
on the right side and 17 cm on the left (Fig. 1).

Purulent masses covered the ulcers. The axillary
regional lymph nodes were slightly enlarged and
sensitive upon palpation. The patient reported
unbearable pain, atypical for pemphigus. Subfebrile
fever of 37.3—37.7 °C was noted for the last 5 days,
along with weakness. Concurrently, the patient was
enrolled in phase 2, an open-label extension trial.

Other findings. The patient became tearful,
irritable, and depressed. She began to be haunted
by negative thoughts. Her sleep worsened. Labo-
ratory investigations revealed lymphocytosis, slight
elevation of monocytes, and C-reactive protein
(CRP). Additional laboratory analysis revealed
normal liver enzymes, creatinine, blood glucose
levels, negative HIV and syphilis antibodies, and
urine and stool analysis without abnormalities. An
EKG and chest X-ray indicated no cardiac, pulmo-
nary, or other organ involvement. We did not dis-
cover any underlying systemic disease.

Bacterial and candidal infections were ruled out.
Therefore, a long-persisting ulcer that rapidly
increased in size and caused severe pain syndrome
without a tendency to heal, even in the background
of systemic glucocorticosteroids and, probably,
immune biology therapy, led to the suspicion of
neoplasia. We have performed a biopsy; however, due
to logistic problems caused by the war in Ukraine,
we have not received the conclusion in time.

Considering the medical history, clinical presen-
tations, and laboratory data, we started to manage
a patient with a preliminary diagnosis of PG without
a confirmed diagnosis. The patient continued par-
ticipating in the study as clinical manifestations of
pemphigus remained, and the current dermatologi-
cal status did not require the study interruption.

Per study protocol, we were limited in therapy
tactics: we could not increase the dose of predniso-
lone and prescribe other systemic therapies such as
dapsone, cytostatics, or immunosuppressants, or

Fig. 1. Large cribriform ulcer with purulent masses
under the left mammary gland exposed hypodermis

Fig. 2. Post-inflammatory dyschromia and adhesion
scars remained at the site of the healed ulcers under
the mammary glands

topical/intralesional glucocorticosteroids, calcineu-
rin antagonists, or other biologic therapies. The-
refore, we recommended an antiseptic solution with
0.05 % chlorhexidine and cream with silver to clean
the ulcers. For relieving pain, we prescribed nonste-
roidal anti-inflammatory drugs and painkillers.
Three weeks after starting targeted immuno-
therapy with the neonatal Fc receptor (FcRn)
inhibitor and topical treatment, the process stabi-
lized, the ulcerated surfaces were cleared entirely of
purulent overplacement, and the pain syndrome had
resolved. A month later, we noted signs of granula-
tion and re-epithelialization. We continued topical
treatment with methylene blue solution and an
ointment that promotes wound healing. Four months
after initiating this therapy, we achieved complete
closure of ulcerative defects under the mammary
glands, albeit occasionally with scarring (Fig. 2).
After 3 years of follow-up, the patient did not expe-
rience a recurrence of PG and pemphigus vulgaris.

YKPAIHCBKINN XXYPHAA AEPMATOAOTIT, BEHEPOAOT, KocMeToAorii o N22(97) o 2025 29



CMNOCTEPEXKEHHS 3 TIPAKTVIKA / OBSERVATION FROM PRACTICE

[

Fig. 3. Histopathology, H&E, 20x. Neutrophilic infiltrated
epidermis, hypogranulosis, dystrophy, and acanthosis.
Dermis is infilirated by lymphocytes and plasmocytes

Unfortunately, we received the biopsy result
when the ulcers had wholly healed. The conclu-
sion — pathohistological changes correspond to a
chronic ulcerative process — was uninformative;
however, features of malignancy were not detected.
The pathomorphological picture showed that a
homogenous eosinophilic mass, infiltrated by neu-
trophils, covered the ulcerative defect of the epider-
mis; at the extant epidermis, hypogranulosis, dys-
trophy, and irregular acanthosis. Diffuse lympho-
cytic and plasmocytic infiltration of the dermis,
mainly with perivascular distribution. Underlying
fat tissue is infiltrated by lymphocytes, too (Fig. 3).

Conclusions

The development of PG, a rare autoimmune
dermatosis, is usually associated with systemic
comorbid conditions; however, idiopathic forms can
occur against the background of immunosuppres-
sion resulting from prolonged systemic glucocorti-
coid therapy, which probably happened with our
patient. Diagnosing this condition in such cases can
be tricky, especially if the localization is also atypical.
The area under the mammary glands in women is
an ideal circumference for developing irritation and

Data availability statement.

inflammation due to increased sweating, humidity,
and constantly elevated local temperature. In the
presence of a bullous process in the form of
pemphigus vulgaris, the PG onset is generally
missed. Only after 2—3 weeks, when fresh, see-
mingly elements of pemphigus rapidly increase and
deepen, forming ulcers, there is a suspicion that it
is not a pemphigus lesion.

Laboratory examination methods are not spe-
cific, and the war in Ukraine delayed the process of
histopathological examination in our case. There-
fore, we had to treat the patient with an uncon-
firmed diagnosis. It once again emphasizes that
diagnostics in dermatology should be based on the
skills of visual assessment of dermatological status
and comprehensive analysis of the patient’s medical
history and general condition. Additional examina-
tion methods can only help establish the diagnosis
to a small extent.

Regarding such patient management, we had to
work in limited conditions. Since the patient was a
participant in a clinical trial of the efficacy and
safety of a targeted immunobiological drug, we could
not provide complete treatment according to
medical guidelines. Nevertheless, neonatal Fc recep-
tor inhibitor, 0.5 mg/kg/day of systemic predniso-
lone, topical therapy, and gentle care of the affected
area helped to achieve the entire ulcer healing
within 3 months. Clinical remission of pemphigus
vulgaris and PG has been observed for 3 years.

This case is the first report of pyoderma gan-
grenosum associated with pemphigus vulgaris: two
severe skin diseases with unknown etiology and
overlapping pathogenetic mechanisms. To date, no
such cases have been reported in the literature. Due
to excessive skin fragility caused by acantholysis in
pemphigus, a pathergy phenomenon may occur,
which is a triggering factor in PG. Thus, clinicians
should be aware of the potential risk of PG develo-
ping in the background of pemphigus vulgaris.
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Isano-Dpanxiscoruil Hauionaivnuil Meouunuil yrnisepcumen
2KHII «Tucmenuypra micoxa nikapuss, leano-Oparnxiecvka obracmo
3 Bogomolets Dermpathlab, Kuie

PiaKiCHE MOEAHOHHS TOHMPEHO3HOI MIoAEPMIl
TA CNPABXKHLOI (BYALIQPHOI) MYy3UPYATKN:
KAIHIYHW BUNOAOK TQ AIQrHOCTUYHI MpoBAeMA

lanarpenosna miogepmist (I'Il) — 1e pizkicamii HeirndekiiTHNI HEHTPODITBHMIT 1epMATO3, SIKUH 3a3BWYAll TTPOSBISETHCS
GOJIIOUNMU BUPa3KaMK Ha MIKIpi Ta Haiiyacrile Bpaskae sKIHOK CePeHbOro BiKy. Xoua TOUHUI MATOreHe3 3a/IMIIACThCs
HE3PO3YMIUINM, 3aXBOPIOBAaHHS 3/1€61JIBIIOTO aCOIIIETHCS 13 CUCTEMHUMU NATOJIOTisIMU. TAKOK € MOBiZIOMIIEHHS 11PO 110~
[ATUYHI BUIAIKU Ta BapiaHTH, iHAYKOBaHi jikapchbkumu 3acobamu. [Tl y noenHanti 3 aBToOIMyHHUMU OYJIbO3HUMU 3aXBO-
PIOBAHHSIMY, TAKUMU SIK CIIPABKHS ITy3UPUYATKA, € HAJA3BUYAIHO PiIKICHUM SIBUIIEM i paHilie He (hikcyBamiocs.

[IpencrasieHo yHikajabHUi BUMagok po3BuTky [Tl y mamieHTKu 31 CIPaBKHBOO ITy3MPUATKOIO 3 METOIO IiABUIIEHHS 00i-
3HAHOCTI KJTIHITIUCTIB PO ITI0 PiAKICHY KoMmbiHaIlo TA i JIarHOCTUYHY Ta JIKYyBaJbHY CKJIAIHICTD 32 00OMEKECHUX Tepares-
TUYHUX MO>KJINBOCTEN.

Jlo KJIHIYHOTO JOCTiKeHHsT e(heKTUBHOCTI iHriGiTopa Heonaranbioro Fe-pernenropa (FcRn) 3a nboro gepmartosy Ha Tii
6a30B0I Tepaliii mpeAHi30J10HOM y 10060Bii 1031 0,5 MI/Kr BKJIIOUeHO 50-piuHy KIHKY i3 PELUIMBOM CIIPaBKHbOI IIy31pUaT-
xu. Ilix gac sikyBaHHS i MOJTOYHUMY 3a7103aMU B Hel BUHUKJIN HOBI YPaskeHHs IIKipH, SIKi MBHUAKO MPOTPECYBaIN i
TpaHchOpMyBaIUCs Y BeJuKi 600Ul BUPa3Ku 3 THINHUMY BULJIeHHIMU. [0NpU IPOBEIeHHST CUCTEMHOT IMyHOCYTIPEeCUB-
HOI Teparii, ypaxkenns He roimcs. Ile Bukimkano nizospy mozpo Hasgsaocti [TI. 3a pesysbratamu audepeniiiinoi mia-
THOCTUKY BUKJIIOYEHO iH(EKIINHI ypakKeHHs Ta CUCTEMHI CYIYTHI 3aXBOPIOBAHH4, 30KpeMa oHKonaroJorito. Yepes Bij-
CYTHICTh CBOEYACHUX TiCTOJNIOTIYHUX Pe3yJIbTaTiB 6ionTaTiB i3 30Hu ypaskents aiartnos Tl 6yJo BCTaHOBAEHO KJIHIYHO.
OCKiJIbKM CTaHAAPTHY CHCTEMHY IMYHOCYTIPECHBHY TEPaItiio HEMOKJINBO OYJI0 3MIHITH BiTIOBIIHO 0 TPOTOKOJIY yJ4acTi
B JIOCJI/KEHH], ME OOMEKUJIN Hallle JIKYBaHHS 3aCTOCYBaHHSAM TOIIYHUX aHTUCENTHKIB Ta KpeMoMm 3i cpibiom. Yepes
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4 THIK CTIOCTEpiTan 3HAUHE KITIHIUHE TTOIIIEHHS, a 3aTOEHHST BUPA30K BifGyBasocs mpoTsroM 4 Mic. Tpupidne crioctepe-
JKEHHS 32 MAI[iEHTKOIO MiCJIs 1IbOTO BUIIAJKY Ta 3aBEpIICHHS JOCJIIKEHHS HiATBepAnIo cTiiiky pewmicito gk I'Tl, Tax i
CIIPABXKHbBOI I1y3UPUYATKU.

BucuoBku. I'Tl Moke po3BUHYTHCS HA TJIi 3BUYANHOI ITy3UPUYATKU BHACJIIOK TTATEPrii — ABUIA, KOJU He3HAYHA TPABMa,
30KpeMa CIIPOBOKOBaHa aKaHTOJI30M, CIIPUYNHAE HaAMIpHI IMYHHI peakilii B IKipi, 0CO6IMBO B ALISHKAX, CXUABHUX 10
TepTs Ta Bosloru. JliarHocTrKa B TAKMX BUIIAAKAX 3HAUHO YCKJIA[HEHa, 0COOIMBO 3a aTUIIOBOI JIoKasizaiii ypaxerb. Kiiniume
MUCJIEHHS], Bi3yaJIlbHa OIliHKa Ta iCTOpist XBOPOOU 3a/IMIIAI0THCS KJIKOUOBUMU JIJIsl BYUACHOTO BUsIBJIeHHsI ratosiorii. Hasenennit
BHUIA/IOK € TIePIINM 33/[0KyMEHTOBAaHNM B YKPAiHCHKIil mpakTuil npukiagom acomiarii [T Ta cipaB:xabOI Ty3npuaTKiL.

Kimo4oBi ciioBa: ranrpeHosHa moaepmist, CipaBKHs y3upyaTKa, KIiHIYHII BUIIAI0K, [iarHOCTUYHI IPOOJEMU, JTIKYyBaHHSI.
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