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CORRESPONDENCE
Hyaluronic acid injection-induced
delayed-onset foreign body granuloma
Injection of hyaluronic acids (HAs) as dermal fillers for
cosmetic purpose is common and generally accepted as a
safe and well-tolerable procedure. However, adverse re-
actions such as infection and foreign body reaction some-
times occur. Here, we report a case of delayed foreign body
reaction to HA materials in a moderately distant location
from the injection site.

This 73-year-old female patient complained of a swelling
at the left mouth angle for 2 weeks. The patient denied all
systemic diseases and drug or food allergy. A well-
circumscribed submucosal nodule measuring
1.4 cm � 0.8 cm in area with firm consistency was identified
at the left mouth angle (Figure 1A). No evidence of redness,
local heat, or tenderness was noted. Under the impression
of sialadenitis, a biopsy was performed. The biopsy spec-
imen showed multiple various-sized duct-like structures
irregularly distributed in the lamina propria, submucosa,
and underlying muscle layer (Figure 1B). These duct-like
structures were composed of a central pool of amorphous
pale basophilic materials surrounded by aggregates of
epithelioid histiocytes and multinucleated giant cells
(Figure 1C). Anti-CD68 immunostain confirmed that the
cells surrounding the central pool were epithelioid histio-
cytes and multinucleated giant cells (Figure 1D). These
amorphous materials were positively stained with muci-
carmine (Figure 1E) and alcian blue stains (Figure 1F) and
negatively stained with periodic acideSchiff, Gomori
methenamine silver, and acid fast stains (data not shown).
A foreign body granuloma was diagnosed. Although the
patient did not mention a history of cosmetic injection at
the initial clinical visit, it was later found that she had two
injections of 1 cm3 of HA (JUVÉDERM VOLUMA XC, Allergan
Inc., Irvine, CA, USA) 3 months and 18 months ago,
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respectively, into the nasolabial fold. Thus, an HA
injection-induced delayed-onset foreign body granuloma in
a moderately distant location from the injection site was
further confirmed.

Subcutaneous injection of different dermal fillers for
cosmetic soft-tissue augmentation has become popular.
Although these dermal fillers are generally thought to be
safe, a variety of adverse reactions including infection, al-
lergy, and foreign body reaction have been reported.1 The
complications associated with the dermal filler injection
may be of immediate, early (within days), or delayed (after
weeks to years) onset. Among these complications, delayed
reactions usually result in diagnostic problems because of
long-standing durations and the distance between the
swelling and previous filler injection site. HA is a natural
polysaccharide present in the body and has been considered
as immunologically inert. Because of the biocompatibility
and temporary duration of approximately 6e9 months, HA is
not commonly associated with many long-term adverse re-
actions. JUVÉDERM VOLUMA XC is a cross-linked HA filler
produced by Streptococcus equi bacteria, formulated to a
concentration of 20 mg/mL in a physiologic buffer. HA
injection-induced early onset complications including
swelling, erythema, and nodule formation are common and
reported in 62e71% patients, however, the delayed-onset
complications such as foreign body granuloma are rare.1 It
is also worthwhile to mention that the HA filler may migrate
to a distant site to form a foreign body granuloma similar to
this case. Surgical excision remains the only effective
treatment of choice. Immunostains can be used to identify
specific cells in various lesions.2e5 In this study, anti-CD68
stain was used to confirm that the cells surrounding the
HA pool were histiocytes and multinucleated giant cells.
lic of China. Published by Elsevier Taiwan LLC. All rights reserved.
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Figure 1 Clinical, histopathological, and immunostained photographs of a hyaluronic acid (HA) injection-induced foreign body
granuloma. (A) Clinical photograph of the lesion showing a well-circumscribed nodule in the left mouth angle (arrows). (B, C)
Histopathological microphotographs of the lesion revealing multiple duct-like structures composed of a central pool of amorphous
pale basophilic materials surrounded by aggregates of epithelioid histiocytes and multinucleated giant cells in the lamina propria,
submucosa, and underlying muscle layer (hematoxylin and eosin stain; original magnification: B, 10 � and C, 20 � ). (D) Immu-
nohistochemical stain showing CD68-positive epithelioid histiocytes and multinucleated giant cells surrounding a lumen-like
structure (original magnification: 20�). (E) Mucicarmine and (F) alcian blue stains demonstrating the pink- and blue-stained HA
materials in the lumen-like structures (original magnification: 20�).
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