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R E S E A RCH L E T T E R

Delayed occurrence of foreign body reaction caused by
poly-L-lactic acid withmonitoring through ultrasonography

Dear Editor,

Addressing age-related changes and contour deformities has remained

a longstanding concern within the medical community. Throughout

time, a variety of materials have been employed as agents for tis-

sue augmentation, administered for cosmetic purposes.1,2 PLLA filler

injections are frequently preferred for managing facial aging due to

their stability and straightforward procedure. In 2004 as the first PLLA

injectable facial volumizer for treating lipoatrophy, PLLA fillers have

gained popularity for their efficacy and ease of use.

PLLA, is a gel polymer containing PLLA microspheres dispersed in

water, accompanied by mannitol and carboxymethyl cellulose. Since

its authorization, this injectable filler has been employed for medical

applications, including addressing lipoatrophy in individuals with HIV,

as well as for aesthetic improvements. Its function involves triggering a

subtle inflammatory reaction, prompting the growth of fibroblasts and

the synthesis of collagen, thereby resulting in a gradual augmentation

of volume in dermal and subcutaneous layers.3

Delayed immune-mediated adverse effects associated with PLLA

may manifest years after administration, with reported onset ranging

from 6 to 60months.4,5 These effects, including inflammatory nodules,

papules, and swelling, can cause distress due to their resemblance to

infectious conditions and potential cosmetic disfigurement. Notably,

we present a case of granuloma formation occurring over 100 months

post-treatment, surpassing the previously reported maximum latency

of 70 months for PLLA.6 This duration significantly exceeds the typical

tissue longevity of the product, which is usually expected to last up to 2

years.7 This case underscores the importance for healthcare providers

to recognize the full spectrum of adverse events related to procedu-

ral complications, ensuring informed patient consent and including this

etiology in the differential diagnosis for patients presenting with facial

nodules of uncertain origin, irrespective of the duration since exposure

to PLLA.

CASE. A 52-year-old woman visited clinic with a non-inflammatory

nodule on her left nasolabial fold, which had been present for 1 month

at the time of consultation. The nodule was firm and hardened, devoid

of redness, pain, swelling, drainage, or ulceration. The patient was

afebrile, and her overall medical history was unremarkable. She had

previously undergone PLLA injections bilaterally in the nasolabial fold,
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F IGURE 1 A 52-year-old womanwithout immune system
deficiencies came in with a solitary, visible nodule on her left
nasolabial fold, which had been there for onemonth when she sought
medical attention. The nodule was solid and firm, showing no signs of
redness, pain, swelling, discharge, or ulceration.

using 1 vial, without any subsequent injections. Her exposure to PLLA

(Sculptra, Bridgewater, NJ) began 9 years prior with a single injection

of 7 mL of PLLA diluted in 9 mL of normal saline in the nasolabial fold.

Physical examination revealed multiple well-defined, ellipse-shaped,

firm, skin-colored nodules on the left nasolabial fold (See Figure 1 and

Video S1). Ultrasonographic assessment of the cheek depicted granu-

lomas appearing as hyperechoic lesions beneath the dermal layer (See

Figure 2).8
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F IGURE 2 Ultrasonographic assessment of the left nasolabial fold in the longitudinal plane (A) depicted granulomas appearing as hyperechoic
lesions beneath the dermal layer (B).

Granulomatous reactions to PLLA can manifest late after its

approval for addressing lipoatrophy associated with aging and HIV

antiretroviral therapy.5,7 The formation of these granulomas might

be linked to localized accumulation of PLLA, often due to insufficient

post-injection massage or incorrect injection depth. Although typically

observed in mobile areas such as the nasolabial fold, the occurrence

of a late-onset granuloma in the temporal region, as evidenced in

this case, prompts consideration of its aesthetic significance. While

dilution with bacteriostatic water and lidocaine is generally regarded

as adequate for preventing granuloma formation, variations in dilu-

tion levels could influence outcomes.4–6,9 Histopathological examina-

tion confirmed the accurate subcutaneous injection depth; however,

similarities with surgical sutures suggest the possibility of delayed

granuloma formation, as observed in this instance. Although clini-

cal resolution was achieved, the effectiveness of intralesional steroid

therapy remains uncertain, underscoring the importance of cautious

patient counseling regarding potential complications associated with

PLLA injections.10

Yi et al.’s earlier study8 noted the development of granulomas fol-

lowing hyaluronic acid filler injections in the chin area. They found

that these granulomas exhibited a hyperechoic appearance around the

granuloma on ultrasonography.

PLLA remains a commonly utilized agent for age-related correc-

tions with minimal adverse effects. Following injection, PLLA under-

goes biodegradation, stimulating fibroblasts to produce new collagen,

thereby enhancing cosmetic outcomes. Nonetheless, PLLA injections

are not devoid of risks, with documented short-term adverse reac-

tions including pain, swelling, and discoloration, typically resolving

within a few weeks.1,3,5,9 Late-onset complications such as granulo-

mas have been reported, necessitating diverse treatment approaches

including intralesional steroids.We present a case of late-onset granu-

loma in a Korean patient, stressing the significance of informed patient

consent and vigilant post-injection monitoring for potential compli-

cations. The rapid improvement observed with intralesional triamci-

nolone injection highlights the importance of promptly identifying and

managing adverse events associated with PLLA filler injections. This

paper reports the oldest late-onset granuloma following PLLA injec-

tion, as observed through ultrasound examination, among previously

documented cases.
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