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Abstract

Background: Mucogingival surgery for root coverage of gingival recessions (GRs)
is usually performed in patients with unremarkable periodontal and systemic
health. However, the predictable results of surgical procedures and increasingly
high aesthetic expectations of patients necessitate optimal management of GR
also in patients with systemic conditions that affect the oral cavity. In patients with
pemphigus vulgaris (PV), mucosal fragility and complicated surgical management
of inflamed soft tissues are major challenges.

Methods and Results: A 36-year-old female patient with PV and deep GR on
the mandibular incisors is presented. After initial unresponsiveness to steroids
and immunosuppressants, complete clinical remission was achieved through
repeated rituximab infusions and topical platelet-rich plasma. After > 1 year of
stable clinical remission off therapy the patient successfully underwent surgical
procedures for vertically coronally advanced flap with connective tissue graft.
Conclusions: To the best of our knowledge, no studies have described the surgi-
cal management of GR in PV patients. Although controlled studies are required
to confirm present results, complete and stable clinical remission is necessary
to avoid complications. Collaboration among dermatologists, oral medicine spe-
cialists, and periodontologists is essential to determine whether mucogingival
surgery for root surface exposure is indicated for PV patients.
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Key points

Why are these cases new information?

* This is the first report of root coverage in a patient with oral PV
What are the keys to the successful management of these cases?

* The achievement of complete and stable clinical remission from oral PV
* Multidisciplinary collaboration among dermatologists, oral medicine special-
ists, and periodontologists
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What are the primary limitations to success in these cases?

* The refractoriness of gingival lesions induced by PV
* Poor mucogingival conditions of inflamed gingival tissues exacerbated by PV

Gingival recession (GR) is characterized by the displacement
of marginal tissue apical to the cemento-enamel junction.’
The treatment of GRis challenging, particularly in the region
of the mandibular incisors, where the bone plate is thin and
the vestibulum is shallow. Additionally, inadequate plaque
control, trauma, and poor mucogingival conditions may
worsen recessions.”

Vertically coronally advanced flap (VCAF) and connec-
tive tissue graft (CTG) provide satisfactory aesthetic surgical
outcomes to treat the deep GRs that affect the lower
incisors.>* Currently, mucogingival surgery for root cov-
erage in patients with GR is performed in patients with
unremarkable periodontal and systemic health.”* How-
ever, the predictable results of surgical procedures and
increasingly high aesthetic expectations necessitate opti-
mal management of clinical recessions also in patients with
systemic conditions that affect the oral cavity.

Pemphigus vulgaris (PV) is an autoimmune bullous dis-
ease that may affect the oral cavity.” The prevalence rate
of PV is reported to be 65 per million® with a predilection
for women and the elderly.” Mucosal lesions are typically
caused by autoantibodies against desmoglein-3 (Dsg3) that
split the epithelium.®

Any area of the oral cavity can be involved in PV. However,
gingival erosions with erythema and/or vesiculobullous
lesions are particularly common; their presence is termed
desquamative gingivitis.’

When it arises in young patients and causes GRs, PV can
be both aesthetically problematic and a major risk factor for
early tooth loss.'®

To the best of our knowledge, no studies have described
the surgical management of GRs in PV patients.

We describe the case of a young patient with a long
history of recalcitrant oral PV associated with deep GRs,
resolved with mucogingival surgery only after the achieve-
ment of complete clinical remission from PV.

A 36-year-old female patient with a long history of gin-
gival PV managed by the Oral Medicine section (Depart-
ment of Biomedical and Neuromotor Sciences, University of
Bologna) and Dermatology Unit (S. Orsola Hospital, Univer-
sity of Bologna) was referred in 2021 to the Periodontology
section of the Department of Biomedical and Neuromo-
tor Sciences (University of Bologna) for the treatment of

deep GRs on the mandibular incisors, which were caused
or exacerbated by recalcitrant gingival lesions.

The initial PV symptoms appeared in 2012 and included
both widespread extra-oral vesiculobullous lesions and ero-
sions involving buccal mucosa and gingiva. The titers of
circulating autoantibodies against Dsg1 and Dsg3 in the
peripheral blood measured 167 and < 2 U/mL, respectively.

Despite the dermatological lesions completely regressed
with the use of systemic steroids, the oral lesions were unre-
sponsive. Attempts with different steroid-sparing agents
(azathioprine, topical cyclosporin, mycophenolate mofetil,
and intravenous immunoglobulin) were also ineffective.
(Figure 1A).

The patient subsequently underwent seven rituximab
infusions (five infusions of 500 mg e.v. and two of 1000 mg)
since each rituximab cycle could achieve only partial clinical
remission that lasted for < 12 months (Figure 1B). Not even
low levels of circulating antibodies against Dsg3 (9 U/mL),
recorded after the fourth rituximab infusion, prevented the
occurrence of relapses.

Finally, 12 months after the seventh infusion of rituximab,
clinical examination showed minimal residual gingival ero-
sions related to PV. As an adjunctive topical treatment, the
patient started applications of platelet-rich plasma (PRP)
once a week for 2 months, which achieved complete clinical
remission off therapy (Figure 1C).

PRP preparation required the collection of 3 mL of venous
blood from compatible healthy donors under sterile condi-
tions into PT tubes (with 3.2% sodium citrate), followed by
centrifugation at 1500 rpm for 20 min.

Platelet activation was performed using human throm-
bin (5 mL of PRP + 3 mL of thrombin) or T mL of 10% calcium
gluconate (v/v) in 9 mL of PRP (activation time: 10-20 min
at 37°C). The final product contained a minimum platelet
concentration of 1 x 10 + 20% according to Italy’s cur-
rent legislation (D.M. November 2, 2015). PRP was applied in
direct contact with affected areas using sterile gauzes. The
product was maintained in situ for at least 1 h with no food
or water consumption. The detailed clinical management of
PVs is summarized in Figure 2.

After > 1 year of complete and stable clinical remission
off therapy, the clinicians considered the patient suitable to
be referred to the periodontologist, to evaluate the optimal
treatment for GRs.

The patient had multiple RT2 Cairo’s class GRs that affected
the lower incisors. Buccal periodontal parameters (reces-
sion depth [REC], probing pocket depth [PPD], clinical
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FIGURE 2 Clinical management of PV from baseline to periodontal

surgery (VCAF). Red arrows represent relapses. Abbreviations: AZA,
azathioprine; CLO, clobetasol; CS, prednisone; Dsg1, desmoglein-1; Dsg3,
desmoglein-3; IglV, intravenous immunoglobulins; MPM, mycophenolate
mophetil; PIME, pimecrolimus; PRP, platelet-rich plasma; RTX, rituximab;
TA, triamcinolone acetonide; VCAF, vertically coronally advanced flap.

attachment level [CAL], and keratinized tissue [KT]) were
recorded at baseline (Figure 1C):

REC: 8 mm; PPD: 2 mm; CAL: 10 mm at the level of #26:
absence of KT;

REC: 4 mm; PPD: 2 mm; CAL: 6 mm at the level of #25:
1 mm of KT;

REC: 6 mm; PPD: 3 mm; CAL: 9 mm at the level of #24:
absence of KT;

REC: 1 mm; PPD: 2 mm; CAL: 3 mm at the level of #23;
1 mm of KT.

The patient underwent supragingival plaque removal
and scaling 4 weeks before the surgical procedure for
VCAF.

The designed flap consisted of five interdental horizontal
incisions located at a distance from the tip of the inter-
dental papilla equal to the REC plus 1 mm. Then, two
slightly divergent vertical incisions distal to #26 and #23
that extended into the alveolar mucosa were made. The
trapezoidal-shaped surgical papillae were elevated split-

Clinical picture of the patient taken before the first infusion of rituximab showing the presence of erosive gingival lesions related to
pemphigus vulgaris (PV) and gingival recessions (GRs) (A). The persistence of erosive gingival lesions related to PV has worsened the depth of GRs (B).
Clinical picture of the patient taken at the end of platelet-rich plasma (PRP) topical applications (C).

thickness (Figure 3A). At the level of #25 and #23, the KT
apical to the root exposure was elevated to a full thick-
ness up to the buccal bone crest; in areas with no apical KT,
split-thickness elevation was performed.

Two different incisions were made: a “deep” (Figure 4A)
incision (using a blade parallel to the bone) that detached
the muscle insertions from the periosteum and a “super-
ficial” (Figure 4B) incision (using a blade parallel to the
external lining mucosa) that separated the flap from the
muscle. The part of the submucosal labial tissue isolated by
the two incisions was removed.*

Root surfaces were mechanically treated using Gracey's
curettes and chemically conditioned with 24% EDTA
gel for 2 min. A CTG derived from the extra-oral de-
epithelialization of a free gingival graft from the hard poste-
rior palate (Figure 3B) was sutured apical to the anatomical
de-epithelialized papillae (Figure 3C).

The vertical incisions were sutured using simple inter-
rupted sutures, and a sling suture was applied to adapt the
flap to the crown convexity'' (Figure 3D).

Clinical outcomes

At the 1-year follow-up visit, notable recession reduc-
tion was achieved (Table 1), and no signs of PV relapse
were observed (Figure 5). The following parameters were
recorded:

REC: 2 mm; PPD: 2 mm; CAL: 4 mm at the level of #26;
3 mm of KT;

REC: 2 mm; PPD: 2 mm; CAL: 4 mm at the level of #25;
5 mm of KT;

REC: 2 mm; PPD: 2 mm; CAL: 4 mm at the level of #24;
5 mm of KT;

REC: 1 mm; PPD: 2 mm; CAL: 3 mm at the level of #23;
3 mm of KT.

In addition, the level of circulating anti-Dsg3 antibodies
measured 7 U/mL, suggesting that the PV disease was still
quiescent.
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FIGURE 3  Clinical pictures from periodontal surgery: flap design (A). A connective tissue graft (CTG) deriving from the extra-oral de-epithelielization
of a free gingival graft was harvested from the hard posterior palate (B). The CTG was sutured apical to the anatomical de-epithelialized papillae with a
7/0 polyglycolic acid (PGA) suture (C). The flap was sutured with simple interrupted sutures along the vertical incisions (7/0 PGA). A sling suture (6/0 PGA)
suspended to the lingual cingulum of the treated teeth was done in order to adapt the flap to the convexity of the crown (D).

FIGURE 4  Details of muscular detachment during flap design showing deep (A) and superficial (B) incisions.

TABLE 1  Periodontal parameters at baseline and after mucogingival surgery.

Baseline After surgery
Tooth #26 #25 #24 #23 #26 #25 #24 #23
REC (mm) 8 4 6 1 2 2 2 1
PPD (mm) 2 2 3 2 2 2 2 2
CAL (mm) 10 6 9 3 4 4 4 3
KT (mm) 0 1 0 1 3 5 5 3
HS (yes/no) no no no no no no no no

Abbreviations: CAL, clinical attachment level; HS, hypersensitivity; KT, keratinized tissue; PPD, probing pocket depth; REC recession.
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Clinical picture of the patient taken 12 months after
surgery.

To the best of our knowledge, this is the first report of the
treatment of GRs in a patient with oral PV.

PV is associated with periodontal disorders. Thorat et al.
evaluated the periodontal status of PV patients and found
increased PPD, CAL, and clinical severity score (CSS). The
poor periodontal status of PV patients suggests that PV
may be involved in the development or progression of
periodontitis.'?

Although it appears that PV patients may develop GRs
due to their worsened periodontal status, some investi-
gators have hypothesized that autoimmunity may lead to
direct and synergic effects on plaque-related inflammation,
which could exacerbate periodontal problems and the clin-
ical severity of autoimmune blistering disease. This hypoth-
esis is supported by studies reporting the release of inflam-
matory cytokines that drive both tissue injury and epithelial
splitting (e.g. interleukin [IL]-1, IL-6, IL-8, Tumour necrosis
factor alpha (TNFa), and matrix metalloproteinases).”

In addition, a major complication of dental management
of patients with blistering diseases is the development
of bullae and erosions in response to minimal trauma.
Indeed, despite the lack of documented cases of failure,
the fragility of epithelium and the development of bul-
lous lesions during and after the surgery may hamper the
healing process.

In our patient, clinical success may be related to several
factors, including the degree of surgeon expertise in per-
forming VCAF and patient age. However, the achievement
of complete clinical remission of PV appears mandatory
before a VCAF.

The achievement of clinical remission can be challenging.
In the present case treatments with steroids, mycopheno-
late mofetil, and azathioprine were ineffective. Also, the
effect of rituximab was delayed, and stable clinical improve-
ment was achieved only after seven rituximab infusions and
PRP.

Rituximab is a monoclonal antibody that binds avidly
to the CD20 antigen, which is expressed on normally
differentiated B-lymphocytes, but not on plasma cells.'*

A similar delayed response to rituximab was documented
also by Greenblatt et al.,'” where partial remission was
achieved early after successive infusions, suggesting a
crescendo response to rituximab administration in oral PV.

Several hypotheses were proposed to explain the
refractoriness of gingival lesions including the persis-
tence of long-lived plasma cells that continue to produce
pathogenic autoantibodies against Dsg 3 despite ritux-
imab administration. This may explain the persistently high
anti-Dsg3 level, which decreased to negative only after five
infusions.'®

Other investigators have proposed that autoreactive B
cells “hide”in chronic oral lesions and may increase autoan-
tibody production and make lesions recalcitrant.'”'® This
may explain the continued appearance of lesions even in
the absence of circulating antibodies

Finally, it is plausible that some treatment-resistant PV
lesions are associated with disturbed wound healing.'’
Although the mechanism underlying the effects of PRP is
not clear, it is likely mediated by high concentrations of
platelet-derived growth factors. In our patient, PRP may
have promoted complete clinical remission by improving
tissue repair and modulating local inflammation.?’ Topi-
cal use of PRP, instead of injections, is less traumatic and
more appealing for patients. In a recent study, Ahmed et al.
demonstrated the advantages of the topical use of auto-
genous platelet-rich fibrin mixed with Orabase in terms of
pain alleviation and accelerated healing for oral ulcers in
blistering skin diseases.”’ In addition, allogenic PRP used
in this report offers several advantages over autologous
formulations (i.e., standardized platelets concentration, no
patient-related contraindications) and should be consid-
ered in future studies.

This is the first report of root coverage in a patient with
PV. Mucogingival procedures appear effective in patients
who achieve complete and stable clinical remission from
PV. Multidisciplinary collaboration among dermatologists,
oral medicine specialists, and periodontologists is essential
to identify PV patients suitable for mucogingival surgery.

AUTHOR CONTRIBUTIONS

Conceptualization: Andrea Gabusi, Federico Bardazzi, and
Camilla Loi. Data curation: Andrea Gabusi, Camilla Loi, and
Martina Stefanini. Formal analysis: Andrea Gabusi, Mar-
tina Stefanini, Matteo Sangiorgi, Federica Filippi, Camilla
Loi, Davide Bartolomeo Gissi, and Roberto Rossi. Investiga-
tion: Andrea Gabusi, Davide Bartolomeo Gissi, Martina Ste-
fanini, Matteo Sangiorgi, Federico Bardazzi, and Camilla Loi.
Methodology: Lucio Montebugnoli, Federico Bardazzi, and
Giovanni Zucchelli. Supervision: Giovanni Zucchelli, Lucio
Montebugnoli, Davide Bartolomeo Gissi, and Federico Bar-
dazzi. Validation: Giovanni Zucchelli, Lucio Montebugnoli,
and Federico Bardazzi. Writing-original draft preparation:

85U8017 SUOWILIOD BAIIRID) 3|qedl|dde ) Aq peusenob ke sejonie VO @SN JO S3|NJ 10} Akeiq18uluO A8]IM UO (SUORIPUOD-PUe-SLUBIALI0D A8 1M AeIq 1 BU1UO//:SANY) SUORIPUOD pue SWs | 8u 88S *[£202/0T/T0] Uo ARiqiTaulluo 48| eidely Ipnes aueiyooD Aq 8eZ0T deo/Z00T 0T/10p/u0d A8 1w Areiqipul|uodee//sdny wo.j pepeojumod ‘g ‘€202 ‘L600£9TZ



CLINICAL ADVANCES IN PERIODONTICS

173

Andrea Gabusi and Martina Stefanini. Writing, review, and
editing: Andrea Gabusi, Martina Stefanini, Matteo Sangiorgi,
Roberto Rossi, Davide Bartolomeo Gissi, Federico Bardazzi,
Federica Filippi, and Camilla Loi.

ACKNOWLEDGMENTS
Open Access Funding provided by Universita degli Studi di
Bologna within the CRUI-CARE Agreement.

CONFLICT OF INTEREST STATEMENT
This study is original, and all the authors declare no conflicts
of interest or competing financial interests.

REFERENCES

1. Jati AS, Furquim LZ, Consolaro A. Gingival recession: its causes and
types, and the importance of orthodontic treatment. Dental Press J
Orthod. 2016;21(3):18-29.

2. Prato GP, Clauser C, Cortellini P. Periodontal plastic and mucogingival
surgery. Periodontol 2000. 1995;9:90-105.

3. Stefanini M, Marzadori M, Aroca S, Felice P, Sangiorgi M, Zucchelli
G. Decision making in root-coverage procedures for the esthetic
outcome. Periodontol 2000. 2018;77(1):54-64.

4. Zucchelli G, Marzadori M, Mounssif |, Mazzotti C, Stefanini M. Coro-
nally advanced flap + connective tissue graft techniques for the
treatment of deep gingival recession in the lower incisors. A con-
trolled randomized clinical trial. J Clin Periodontol. 2014;41(8):806-
813.

5. Bystryn JC, Rudolph JL. Pemphigus. The Lancet. 2005;366(9479):61-73.

6. Kridin K, Schmidt E. Epidemiology of pemphigus. JID Innov.
2021;1(1):100004.

7. Joly P, Horvath B, Patsatsi, et al. Updated S2K guidelines on the
management of pemphigus vulgaris and foliaceus initiated by the
european academy of dermatology and venereology (EADV). J Eur
Acad Dermatol Venereol. 2020;34(9):1900-1913.

8. Buonavoglia A, Leone P, Dammacco R, et al. Pemphigus and mucous
membrane pemphigoid: an update from diagnosis to therapy.
Autoimmunity Reviews. 2019;18(4):349-358.

9. Mignogna MD, Lo Muzio L, Bucci E. Clinical features of gingival
pemphigus vulgaris. J Clin Periodontol. 2001;28(5):489-493.

10. Merijohn GK. Management and prevention of gingival recession.
Periodontol 2000. 2016;71(1):228-242.

12.

13.

14.

15.

16.

18.

19.

20.

21.

. Stefanini M, Mounssif |, Marzadori M, Mazzotti C, Mele M, Zucchelli

G. Vertically coronally advanced flap (V-CAF) to increase vestibule
depth in mandibular incisors. Int J Periodontics Restorative Dent.
2021;41(3):325-333.

Thorat MS, Raju A, Pradeep AR. Pemphigus vulgaris: effects on
periodontal health. J Oral Sci. 2010;52(3):449-454.

Jascholt |, Lai O, Zillikens D, Kasperkiewicz M. Periodontitis in oral
pemphigus and pemphigoid: a systematic review of published stud-
ies. Journal of the American Academy of Dermatology. 2017;76(5):975-
978.e3.

Werth VP, Joly P, Mimouni D, et al. Rituximab versus mycophe-
nolate mofetil in patients with pemphigus vulgaris. N Engl J Med.
2021;384(24):2295-2305.

Greenblatt DT, Benton EC, Groves RW, Setterfield JF. Crescendo
response to rituximab in oral pemphigus vulgaris: a case with 7-year
follow-up. Clin Exp Dermatol. 2016;41(5):529-532.

Kimby E. Tolerability and safety of rituximab (MabThera). Cancer Treat
Rev. 2005;31(6):456-473.

. Takahashi H. Desmoglein 3-reactive B cells “hiding” in pemphigus

lesions. J Invest Dermatol. 2017;137(11):2255-2257.

Yuan H, Zhou S, Liu Z, et al. Pivotal role of lesional and perilesional
T/B lymphocytes in pemphigus pathogenesis. J Invest Dermatol.
2017;137(11):2362-2370.

Niedermeier A, Worl P, Barth S, Schuler G, Hertl M. Delayed response
of oral pemphigus vulgaris to rituximab treatment. Eur J Dermatol.
2006;16(3):266-270.

El-Komy MHM, Saleh NA, Saleh MA. Autologous platelet-rich plasma
and triamcinolone acetonide intralesional injection in the treatment
of oral erosions of pemphigus vulgaris: a pilot study. Arch Dermatol
Res. 2018;310(4):375-381.

Ahmed EM, Shafik S, El Saadany B. Platelet-rich fibrin a new approach
in management of persistent oral ulcers in blistering skin diseases.
Wound Repair Regen. 2022;30(4):491-497.

How to cite this article: Gabusi A, Stefanini M, Gissi
DB, et al. Surgical management of gingival
recessions in patients with refractory gingival
pemphigus vulgaris: A multidisciplinary challenge.
Clin Adv Periodontics. 2023;13:168-173.
https://doi.org/10.1002/cap.10238

25U90 17 SUOWILIOD AR 3|qeo!(dde 3Ly Aq peueAoB a2 S 1E YO ‘88N J0 Sa|NJ 0 A1 UIIUO ABIA U0 (SUO1IPUOD-PLB-SLLLBYWIOD A3 1A ARe.c]1jBu1 U0/ SdIy) SUONIPUOD) PUE SULS | aU) 95 *[E20Z/0T/T0] U0 A%iq178UIIUO AB]IM "BIceIY Ipes aLeayaod) Aq 8EZ0T de0/Z00T OT/10p/wioo Aa | Aeiqjputluo dee// Sy woly papeojumod ‘g ‘€202 *L60089TZ


https://doi.org/10.1002/cap.10238

	Surgical management of gingival recessions in patients with refractory gingival pemphigus vulgaris: A multidisciplinary challenge
	Abstract
	INTRODUCTION
	MATERIALS AND METHODS
	Clinical presentation
	Case management
	Clinical outcomes

	DISCUSSION
	CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	REFERENCES


