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Table 1. Location of Filler Injection and Location of Reaction
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A review of literature was performed on November 21, 2021 in > 6/19 reports were received prior to the pandemic
Pubmed using the following search strategy: > 12/19 reports were related to COVID vaccination
- ("Dermal Fillers"[Mesh] QR Artefill” OR Qellaﬁll OR | > Others included PPSV23, flu, Boostrix (Tdap), Zostavax (shingles), measles
"Belotero” OR "dermal filler" OR "dermal tissue reconstructive
material” OR "Elevess” OR "Hydrelle” OR "injectable dermal Filler Composition and Location of Injection (Table 1)
reconstructive implant” OR "Juvederm” OR "Restylane” OR > 18/19 were hyaluronic acid, 1 was PLLA
"Revanesse” OR "skin filler” OR "skin fillers”) AND » Most common sites of injection were the malar regions, the lips, the perioral area,
(("Vaccination"[Mesh]) OR "Vaccines"[Mesh] OR vacc™ [tw] OR nasolabial folds, and tear troughs
immuniz® [twj) > 13/19 reports had a reaction at the same site of filler injection

» 3/19 reports had a different reaction location

Reactions and Timing of Reaction

In total, there were 10,137 MDRs found for the product code > 13/19 reports ment!on S.We”'”g

LMH from the period of January 1, 2011 until June 30, 2021. » Other repprts regctlons include nodule_s and granuloma (5 reports), redness (5

reports), induration (4 reports) and pain (4 reports)

» 6/19 received vaccination prior to filler

» 10/19 received filler prior to vaccination

» Timing ranged from immediate to over 1 month after filler or vaccination: 7 had
reactions in the first day, 4 in the first week, 4 in the first month, 4 unspecified

Sixty-one of these included search terms related to vaccination
or immunization, and were then reviewed In detall. After
excluding duplicates, literature, and reports with other known
mechanisms, 19 reports were included. Figure 1 shows the flow
diagram for inclusion and exclusion of reports for review.

Management

» Management was often multimodal, but included steroids (13 reports), hyaluronidase (9), antibiotics
(9), antihistamines (5), cold compresses (2), and non-steroidal anti-inflammatory medications (2)

Literature Review (Table 2)

Table 2. Review of Literature

Author Date Type Specialty | Vaccine | Filler | Filler Location Reg;t;on Reaction Timing Intervention
Rice et al. 1/2021 Review | Dermatology
. Case Tear 2 days after first dose;
Michon et al. 9/2021 Report Dermatology | Pfizer HA Tear Trough Trough 6 months after filler None
Zygomatic Arch,
Chin, Jawline,
Pfizer HA | Palpebromalar U?&Z?Zsé dozgyiz)alr:::tsh:f;?treﬁrf?lﬁer Hyaluronidase
Groove, Tear y :
Trough
Ghasemi et al. 5/2021 | Opinion Other
Gambichler etal. | 10/2021 | Review | Dermatology
Case , : 1 day after second dose;
Osmond et al. 10/2021 Report Dermatology | Moderna| HA Chin, Jaw Chin 3 years after filler None
2 days after first dose;
1 month after filler; .
Savva et al. 9/2021 : ase o Other Pfizer HA Lips Lips Second reaction was 2 St No_ge (first d%sg),
©po months after second dose; eroids (second dose)
4 months after filler
Buzzaccarini et - Plastic
al. 9/2021 | Opinion Surgery
) Case Temples, Periorbital, | 2 days after second dose; - :
Munavalli et al. 4/2021 Report Dermatology | Pfizer HA Cheeks Cheeks 2 years after filler Lisinopril
Lips, Earlobes, Lip, ,
Moderna| HA Nasolabial Earlobe, 1 %%ynﬁgstrhze:f?ggﬁﬂgﬁe’ Lisinopril
Folds, Cheeks Zygoma
Infraorbital, ] . .
Moderna| HA Tear Ll'irc;ughs, Perioral, 18 h;Jur:a?f;?tre tlr'?ﬁ éirose, Ceti rlle instian(cr:or ill'ellef),
P Cheeks y P
Panfacial, 10 days after first dose; - :
Plizer FA Cheeks Periorbital >12 months after filler Lisinopril
: : Ciprofloxacin
. : Temple, Lips, Lips, : S
Sarigul Guduk et Case Rabies, ; 3 days after last rabies Desloratadine,
al. 5/2021 Report Other Tetanus e NLOW?rbE%e::'dlsd’ Tgmﬁfs’ dose; 6 weeks after filler | Steroids (no improvement);
asofabial olds yelas Colchicine, Hyaluronidase

Conclusions

» Hyaluronic acid is known to cause a delayed Type IV hypersensitivity reaction, albeit rarely

» This delayed reaction can occur as long as 3 years following implantation

» A distinct immunologic trigger is believed to lead to delayed reactions

» COVID-19 vaccination may be an increasingly common trigger for delayed inflammatory reactions

» Timing of reaction ranged from immediate to over 1 month after vaccination or dermal filler use

» Treatment generally involves hyaluronidase and steroid if necessary

» ACE inhibitors may reduce the risk of delayed hypersensitivity and play a prophylactic role with
vaccination

» These findings may affect how patients are counseled prior to filler use, and can also guide provider
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