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A 40-year-old female 

Multiple non-tender 
nodules on both 

upper and lower lips 
for 3 months



Present illness

8/9/2019

Filler 
injection 
Upper & 

lower lips

HA* filler
No premixed 

lidocaine
2.0 ml

27/11/2019

Developed 
lip swelling 
& nodule 
formation

1st hyaluronidase
Clindamycin IV

29/11/2019

No 
improvement

2nd hyaluronidase
Dexamethasone IV

Gentamicin IV

5/12/2019

Decrease 
swelling

Persistent 
nodules

3rd hyaluronidase
Ceftriaxone IV

Ciprofloxacin PO
Amox-Clav PO

14 days

9/12/2019

Visit
Ramathibodi

Hospital

*HA: hyaluronic acid



Past history

• No underlying conditions

• Denied history of filler injection

• H/O multiple botulinum toxin injections



• Vital signs: BT 36oC, BP 121/87 mmHg,                    

PR 87/min, RR 16/min

• HEENT: no pale conjunctiva, anicteric sclera

• Lymph nodes: impalpable

• CVS:

• Lungs: 

• Abdomen: 

Physical examination

WNL



Dermatological examination



Four discrete non-tender firm nodules
on upper and lower lips with no fluctuation



Problem list

Late-onset non-inflammatory nodules
after HA filler injection for 3 months



1.Biofilm
2.Atypical infection
3.Foreign body granuloma
4.Delayed-type hypersensitivity
5.Filler migration

1.Biofilm
2.Atypical infection
3.Foreign body granuloma
4.Delayed-type hypersensitivity

Clinically 
inflamed

Clinically 
non-inflamed

Differential diagnosis

Late-onset (> 2 week)
nodule after filler injection

Adapted from Aesthet Surg J. 2020;40:286-300.
Wilai Thanasarnaksorn, Injectable filler complications and management, 2019 

1+2+3+4 รวมเรียกว่า Delayed Inflammatory Response Syndrome (DIRS)



Investigation

 Complete blood count
• Hb 13.8 g/dL

• Hct 38.1 %

• Platelet 203,000/mm3

• WBC 4,840/mm3 (N51, L34, M4, E10, B1)



Investigation

 Incisional biopsy from lower lip
- Histopathology 

- Microbiological study



Histopathology



H&E, 40XH&E, 40X



H&E, 100X



H&E, 100X



H&E, 400X



Alcian blue pH 2.5, 400X



Investigation

Special stains Result

PAS

GMS

B&B No organism

AFB

Fite



Investigation

Tissue culture

Aerobe

Fungus No growth

AFB

Tissue PCR

TB direct detection

16s Undetectable

18s



- Biofilm
- Atypical infection
- Foreign body granuloma
- Delayed type hypersensitivity

Clinically 
inflamed

- Biofilm
- Atypical infection
- Foreign body granuloma
- Delayed type hypersensitivity
- Filler migration

Clinically 
non-inflamed

Differential diagnosis

Late-onset (> 2 week)
nodule after filler injection

Adapted from Aesthet Surg J. 2020;40:286-300.
Wilai Thanasarnaksorn, Injectable filler complications and management, 2019 

DIRS
Delayed Inflammatory Response Syndrome



Filler granuloma



Filler granuloma: risk

 Injected substance: silicone, paraffin

 Injected volume

 Repeated injections

 Impurities

 Particle size 

 Particle smoothness

 Hydrophilicity

Arch Plast Surg. 2015;42:232-9.



HA filler granuloma?



HA filler granuloma

 Incidence after HA filler injection 0.02-0.4%

J Am Acad Dermatol. 2020;83:86-95. J Cosmet Dermatol. 2018;17:578-83.

J Cosmet Laser Ther. 2017;19:307-9. J Eur Acad Dermatol Venereol. 2008;22:150-61.



Delayed-type hypersensitivity

Clinical
- Swelling or nodule (usually with pruritus)

- May coexist with other causes of delayed nodule

Histopathology
- Little giant cells

- May mimics FB granuloma

Lab
- Anti-HA antibody

Aesthet Surg J. 2020;40:286-300.



In our patient

Delayed-type
hypersensitivity

FB granuloma VS.



Late onset (> 2 week)
Nodule after filler injection

Clinically
inflamed

Clinically
non-inflamed

Filler 
migration

Consider 
Empirical antibiotics+

Hyaluronidase
Intralesional steroid

Recovery
No 

improvement

Work up
+Empirical antibiotics
Clarithromycin plus

moxifloxacin or ciprofloxacin
at least 2 weeks

Pretreatment
Intradermal skin test

Adapted from Aesthet Surg J. 2020;40:286-300.
Wilai Thanasarnaksorn, Injectable filler complications and management, 2019 

DIRS*

*DIRS: Delayed Inflammatory Response Syndrome



Recovery

Pretreatment
Intradermal skin test

No 
improvement

Surgery
Intralesional 5-FU

Consider 
Hyaluronidase

Intralesional steroid

Negative C/S or PCR

Delayed-type
hypersensitivity

FB 
granuloma

Atypical
infection

Positive C/S or PCR

Biofilm

Skin biopsy
C/S (aerobic, anaerobic, AFB, fungus)

PCR/FISH of tissue sample

Consider 
Antibiotics

Hyaluronidase

Adapted from Aesthet Surg J. 2020;40:286-300.
Wilai Thanasarnaksorn, Injectable filler complications and management, 2019 



Treatment

Hyaluronidase injection
4th session – upper + lower lips 75 U

1 week

Hyaluronidase injection 
5th session – lower lip 50 U



Case summary

• A 40-year-old female

• CC: multiple nodules on                                        
upper and lower lips after                                        
filler injection for 3 months

• Dx: HA filler granuloma 

• Treatment: hyaluronidase injection



Take home message

 Late-onset nodules after filler injection    
always rule out!! 
- Biofilm/atypical infection
- Foreign body granuloma
- Delayed-type hypersensitivity 




