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Persistent Intermittent Delayed Swelling (PIDS) 
caused by Hyaluronic Acid filler after five years: 
report of late complication
Edema tardio intermitente e persistente (ETIP) por preenchedor de 
ácido hialurônico: relato de complicação tardia

ABSTRACT
Persistent Intermittent Delayed Swelling (PIDS) is an immune-mediated inflammatory reaction resulting 
from the interaction of immunological factors and the product's intrinsic characteristics. Such a reaction 
generally occurs after 30 days and persists while hyaluronic acid (HA) is in the area. We present through 
this case report a PIDS-type reaction that occurred five years after the injection of the product.
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RESUMO
O edema tardio intermitente e persistente (ETIP) é uma reação inflamatória imunomediada decorrente da interação de 
fatores imunológicos e características intrínsecas do produto. Tal reação ocorre em geral após 30 dias e persiste enquanto 
houver ácido hialurônico (AH) no local. Vimos, por meio deste relato de caso, apresentar uma reação do tipo ETIP 
ocorrida após cinco anos da injeção do produto.
Palavras-chave: Reação a corpo estranho; Preenchedores dérmicos; Ácido hialurônico
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INTRODUCTION
Persistent Intermittent Delayed Swelling (PIDS) occurs 

transiently, recurrently, and intermittently after filling with hya-
luronic acid (HA), characterized by non-pitting and dissemina-
ted edema in the region where the product was applied, appea-
ring after 30 days and persisting as long as there is HA on site.1 
Ultrasound has proven to be a valuable tool for managing this 
complication.

CASE REPORT
A 59-year-old woman reported the sudden onset of a 

painful and elevated area in the left palpebromalar transition re-
gion in the same place where hyaluronic acid filler was applied 
(hyaluronic acid 20 mg/ml) to correct deep dark circles, con-
ducted five years ago with the same professional. She denied 
previous similar episodes and any other injectable procedure on 
the face. The patient also negated illness or vaccination in the last 
six months. On physical examination, she presented edema and 
erythema in the left palpebromalar region (Figure 1). As a diag-
nostic complement, we performed an ultrasound (US) of the 
area, demonstrating a hypoechogenic, circumscribed, and elon-
gated formation located in the subcutaneous tissue, measuring 
1.8 x 0.4 x 0.3 cm (estimated volume of 0.1 ml), compatible 
with exogenous material, in addition to vascular structures me-
dial to the formation (Figure 2).

 Due to reports of allergy to bee stings, treatment with 
hyaluronidase was contraindicated. We opted for a short, low-
-dose cycle (<1 mg/kg/day) of prednisone 60 mg/day for three 
days and 20 mg/day for another four days and light local massa-
ge. The patient evolved with significant improvement in edema 
and pain after the end of treatment (Figure 3), and she remained 
without new similar episodes after two years (bimonthly follo-
w-up in the first six months and every six months thereafter).

DISCUSSION
Persistent Intermittent Delayed Swelling (PIDS) secon-

dary to hyaluronic acid filling is an inflammatory reaction. Its 
mechanism is not yet fully understood, but there is increasing 
evidence of immunological interaction and intrinsic characte-
ristics of the product used.2,3 It can be triggered by viral or bac-
terial infections and after vaccination.4,5,6 Several studies indicate 
complications similar to PIDS, but there is still no systematiza-
tion defined by experts on adverse reactions to HA.

 The use of ultrasound examinations has grown in Der-
matology, being helpful for HA implantation and evaluation of 

Figure 2: Ultrasound image demonstrating a circumscribed 
and elongated hypoechoic area located in the 

subcutaneous tissue of the left palpebromalar region.

Figure 1: Edema in the left palpebromalar region at the site 
of the previous filling with HA.

Figure 3: Patient presenting clinical improvement, with 
regression of edema, after completion of treatment.
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complications, making it possible to determine the nature of the 
injected material, impairment of adjacent vascularization, and 
identification of inflammatory processes and/or necrosis. It can 
also be used for biopsies and guided injection of hyaluronidase 
and corticosteroids, with the advantage of being a non-invasive 
examination with no risk or discomfort for the patient.7,8 The 
common appearance of HA on US is of a well-defined oval 
formation and anechoic, similar to true cysts. In PIDS, HA is 
observed in the edematous area, with an increase in the thick-
ness and echogenicity of the subdermal tissue, corresponding to 
panniculitis.7,8

 The recommended procedures among specialists include 
hyaluronidase, systemic and intralesional corticosteroids, and an-
tibiotic therapy (if associated biofilm is suspected), in addition to 
expectant management.9,10

Previous studies, lasting between two years11 and 68 
months,12 reported episodes compatible with PIDS, with a sin-
gle case of edema appearing after two months of treatment11 and 
23 cases of nodules appearing between one and 13 months after 
filler.12 The present report demonstrated that such complication 
is possible while HA is in the tissue, requiring more long-term 
observational studies, in addition to active surveillance of injec-
ting professionals regarding the possibility of this event. l
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