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Delayed Granulomas after Filler Injection in an 
Immunosuppressed Patient: A Case Report

INTRODUCTION
Rhinoplasty using fillers to improve the shape of the soft tissues 
has become popular because of its relative simplicity and fast re-
covery time. However, the increased use of filler injections has led 
to more complications. Filler injection-related complications may 
occur immediately or within a few days, but in some cases, the on-
set may be delayed for several years [1,2]. Immediate complications 
include redness, swelling, bruising, and pain, and early complica-
tions include infection, hypersensitivity, skin discoloration, vascu-
lar occlusion, and contour instability. Foreign body granuloma (FBG) 
reaction is a prime example of a delayed complication [3]. 
 According to a recent study, the prevalence of FBG was found to 
be 0.02% to 0.4% after hyaluronic acid injections, and 0.04% to 
0.3% after bovine collagen injections [4]. Unlike immediate or ear-
ly complications, late or delayed complications, including FBG, 
present with non-specific symptoms such as pain. Generally, the 
most common reasons for a patient to seek care are palpable sub-
cutaneous nodules, swelling, and deformation in the treated area. 

CASE REPORT
A 35-year-old woman had received an injection of an unknown 
substance in her nose for cosmetic purposes 20 years ago. During 
the month prior to her admission, she developed multiple irregular 
subcutaneous masses that were palpable around the glabellar area. 
Subsequently, she was admitted to our hospital for the chief com-
plaint of these masses increasing in size and expanding to a wider 
area. The patient’s medical history included a kidney transplant 10 
years ago, and she had been taking prednisolone (5 mg, by mouth) 
and tacrolimus (0.25 mg twice a day, by mouth) since then. 
 Facial computed tomography performed after admission (Fig. 1) 
showed multiple small, well-defined hypodense masses to the left 
of the glabella and on both sides of the nose. In addition, multiple 
small masses were found in the bilateral buccal spaces, cheeks, and 
chin (Fig. 2). 
 In accordance with the patient’s desire to undergo a cosmetic 
rhinoplasty at the same time, the lesions that could be visually iden-
tified were removed by open rhinoplasty and skin incisions around 
the glabella, under general anesthesia. The multiple masses found 
inside the nasal area during the detachment process following the 
open rhinoplasty were round and measured <5 mm, and severe 
adhesions with the surrounding soft tissues were found. The mass-
es were composed of a white and soft lumpy foreign substance. 
The same pattern was observed for the masses around the glabella 
(Fig. 3, 4). 
 We decided to follow up the multiple masses in the bilateral buc-
cal spaces and chin since they were small and not easily accessible. 
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Fig. 1. Photograph showing multiple subcutaneous nodules around 
the nose and glabella.

Fig. 2. (A, B) Facial computed tomography showing small, well-defined, hypodense lesions in the superficial layer of the left side of the glabel-
la and both nasal areas (arrows).
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Histopathologic analysis of the biopsy performed of the removed 
lesions showed a hyaline collagenous wall accompanied by FBG 
(Fig. 5). The pathologic findings showed a cyst of granulomas with 
a center that was empty of tissue, and macrophages were also emp-
ty of foreign substances. It was presumed that the fat necrosis was 
caused by the foreign substances injected into the patient. This was 
also considered to be why the masses seen on facial bone comput-
ed tomography appeared hypodense.

DISCUSSION
Steroids inhibit fibroblastic activity, collagen deposition, macro-
phage activity, and giant cell formation [5], while immunosuppres-
sants act selectively on T-cells to inhibit interleukin 2 and interfer-
on gamma production by T helper cells, which inhibit the forma-
tion of granulomas [6]. Accordingly, steroids and immunosuppres-
sants are often used as therapeutic agents for autoimmune diseases, 
such as Crohn disease.
 According to an existing study, FBG may appear at any time be-
tween 5 months and 15 years [1]. FBG occurred 20 years after a 
filler injection procedure in our patient, which is later than has 
been reported in previous studies. The patient had been taking 
prednisolone (5 mg, by mouth) and tacrolimus (0.25 mg twice a 
day, by mouth) since her kidney transplant 10 years earlier. The 
continuous use of steroids and immunosuppressants may have de-
layed the formation of the granulomas beyond the previously pub-
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Fig. 4. Photograph showing the smooth extracted granulomas. 

Fig. 3. (A, B) Intraoperative photographs showing the multiple masses found during open rhinoplasty and a skin incision around the glabella. 
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lished period. 
 Multiple epidermal cysts in a patient receiving tacrolimus as an 
immunosuppressant after kidney transplant were recently report-
ed. Tacrolimus has a similar immunosuppressive action as cyclo-
sporin, and it acts on T cells to induce keratinization, which can 

cause multiple epidermal cysts [7]. In our case, we first thought 
that the granulomas were caused by the filler injection since they 
occurred near its site. Nevertheless, in rare cases, the masses may 
be caused by the medications taken by the patient. 
 Therefore, for patients who are on medications, especially im-
munosuppressants, clinicians should consider the possibility that 
granulomas caused by a foreign body reaction may form in an atyp-
ical fashion. Future studies with larger sample sizes are needed to 
obtain clinically significant results. Moreover, it is necessary to con-
sider and differentiate various types of masses that can be caused 
by the medications taken by the patient. Therefore, in cases involv-
ing admission for palpable masses and swelling, the importance of 
detailed history-taking, including systemic diseases and drug his-
tory, should always be kept in mind. 

PATIENT CONSENT
Patient provided written consent for the use of her images.
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Fig. 5. Light micrograms of the extracted granulomas. (A) Benign cystic lesion consisting of amorphous materials and thin hyalinized collage-
nous wall (low-power view, hematoxylin and eosin stain [H&E], ×40). (B) High-power magnification showing mononuclear cells retaining mul-
tivacuolated materials in their cytoplasm (H&E, ×100).
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