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CASE REPORT

Treatment of
refractory sarcoidal
parotid gland swelling
in a previously
reported unresponsive
case

LOUIS MANDEL, D.D.S.; BARRY WOLINSKY, D.D.S.;
ELIZABETH C. CHALOM, M.D.

reviously in this journal, we' reported diag-
nosing a case of bilateral parotid gland
swelling caused by sarcoidosis in a 13-year-
old African-American girl (Figure 1). We vali-
dated the diagnosis on the basis of a positive
ocular finding of sarcoidal uveitis, the microscopic
finding of a classic granulomatous
lesion in a labial salivary gland biopsy
specimen and the presence of bilateral
recommended ,,50tid gland swelling. The patient’s
agent, elevated serum angiotensin-converting
infliximab, enzyme (ACE) levels that were consis-
was used, the tent with, but not specific for, sar-
coidosis, supported the diagnosis. Chest
radiographs revealed no pulmonary
involvement or hilar lymphadenopathy.
treated Because uveitis can lead to visual
successfully. impairment and because the patient

After a newly

patient’s
condition was

"""""""""""""""""""" was concerned about the discomfort

and deformity associated with the bilateral parotid
gland swelling, we initiated steroid therapy.

The patient’s uveitis rapidly went into remission.
However, despite the patient’s receiving various sys-
temic immunosuppressive agents at different dosages
for three years, the parotid gland swellings increased
significantly, causing her to be apprehensive about her
appearance.
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Background. Sarcoidosis is a multi-
system granulomatous disease that is seen
occasionally in patients with characteristic
bilateral parotid gland swelling. Conven-
tional therapy has involved either no treat-
ment because of spontaneous remission or
corticosteroids when organ involvement is
severe.

Case Description. The authors
describe a previously published case report
of a patient with sarcoidosis with parotid
gland swellings who did not respond to
standard therapy. Despite the use of
various immunosuppressive agents, the
swellings failed to resolve over a three-year
period. It was only after a newly recom-
mended agent, infliximab, was used that
the patient’s condition was treated
successfully.

Clinical Implications. It is important
for dental practitioners to be familiar with
manifestations of sarcoidosis, particularly
its salivary gland aspects. Inherent in the
knowledge of the disease is the therapeutic
approach to both routine and recalcitrant
cases.

Key Words. Parotid; sarcoidosis;
infliximab.

Fortunately, we found a medication
called infliximab that has allowed us to
treat this refractory case of gross bilat-
eral parotid gland swelling caused by
sarcoidosis successfully. Our follow-up
use of infliximab serves as the impetus
for a case report, which is a sequel to
our previously published case.!

CASE REPORT

We authenticated the diagnosis of sar-
coidosis for a 13-year-old patient in Feb-
ruary 2001 at Columbia University’s
Salivary Gland Center in New York
City. A pediatric rheumatologist pre-
scribed for her steroid eye drops for the
uveitis and systemic prednisone (20 mil-
ligrams daily) for the parotid gland
swelling.

With the aim of avoiding steroid tox-
icity, over the next three years the pedi-
atric rheumatologist added the
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immunosuppressive agents cyclosporin and
hydroxychloroquine to the patient’s drug
regimen and decreased the prednisone pre-
scription to 5 mg daily. The uveitis went
into remission, and the parotid gland
swellings decreased in size but did not com-
pletely disappear.

By June 2002, the pediatric rheumatolo-
gist discontinued all of the medications
except the prednisone. Unfortunately,
within a month, the patient’s parotid gland
swellings rapidly increased in size. The
rheumatologist then increased the patient’s
prednisone prescription to 20 mg each day,
but there was no improvement.
Methotrexate was then added to the
patient’s drug regimen but soon was
stopped because the patient developed an allergic
rash. The parotid gland swellings continued to
increase in size despite the increased prednisone
therapy.

Next, the rheumatologist introduced etaner-
cept into the therapeutic mix. However, the
patient developed a new rash, so it was discon-
tinued and cyclosporin was started again. Unfor-
tunately, no decrease in parotid gland swellings
resulted, and the glands continued to enlarge.

In February 2004, we saw the patient again at
the Salivary Gland Center. During the interim
three years, the patient’s parotid gland swellings
had become larger (Figure 2). We prescribed an
alternative pharmacological approach: we admin-
istered one bolus of 1,000 mg of methylpred-
nisolone sodium succinate intravenously. How-
ever, the therapy did not result in a decrease in
the size of the parotid gland swellings. In April
2004, the pediatric rheumatologist administered
infliximab (5 mg/kilogram) intravenously. The
parotid gland swellings resolved during the first
week. The treatment was repeated two weeks and
then six weeks later.

Although parotid gland swellings no longer are
evident (Figure 3), the patient will continue to
receive infliximab infusions every two months.
She is not taking prednisone.

DISCUSSION

Sarcoidosis is a multisystem granulomatous dis-
ease. In the United States, black adults younger
than 40 years of age are most susceptible to expe-
riencing this disease, which has a population inci-
dence of 35.5 in 100,000.2 The incidence in chil-
dren is unknown,® with most cases developing in

CLINICAL[PRACTICE

Figure 1. Bilateral parotid gland swellings (arrows) in a patient
with sarcoidosis (February 2001).

children between 8 and 15 years of age.*

Manifestations of sarcoidosis are diverse, but
pulmonary infiltrations and hilar lym-
phadenopathy are most common.? Eyes, skin,
liver, salivary glands and heart frequently are
involved. Despite aggressive treatment with
immunosuppressive agents, sarcoidosis may be
progressive and debilitating.® The disease’s long-
term effect on lungs can be life-threatening,” with
mortality approaching 12 percent.?

Of significance to the dental profession is the
fact that sarcoidosis involves the salivary glands.?
Parotid gland swellings have been reported in 4
to 6 percent of patients with sarcoidosis.*** Sub-
mandibular salivary gland swelling is not as
common as parotid gland swelling. Minor salivary
glands also are involved, and a histologic exami-
nation will demonstrate the hallmark granulomas
found in 58 percent of the patients.®!!

Parotid sialadenopathy can be seen in children
with sarcoidosis.'*'? Besides the clinical involve-
ment of the salivary glands and other organs, 80
percent of these children have elevated serum
ACE levels.®!* This enzyme is secreted by
endothelial cells of the pulmonary vasculature
and by alveolar macrophages. It also is produced
by epithelioid cells present in the granulomas of
sarcoidosis.” An elevated ACE level is consistent
with sarcoidosis, but the serologic test is nonspe-
cific. Other conditions, such as tuberculosis, lep-
rosy and Gaucher’s disease, also are associated
with elevated ACE levels.'®

The etiology of sarcoidosis is unknown, but a
transmissible agent is suspected. Familial? and
environmental’” groupings have been observed,
and racial and ethnic clustering also has been
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coidosis (February 2004).

ok e
Figure 3. Resolution of bilateral parotid gland swelling in a
patient with sarcoidosis (April 2004).

noted and is suggested as a genetic cause.?
The granulomas of sarcoidosis are non-
caseating. They consist of tightly packed
epithelioid cells that are macrophages, which
take on an epitheliallike appearance. Giant
cells are scattered throughout the granuloma.
At the periphery of and surrounding the gran-
uloma, accumulations of lymphocytes may
be seen.

TREATMENT

Conventional therapy for sarcoidosis includes
either no treatment because of spontaneous
remission or corticosteroids when the severity

1284

Figure 2. Bilateral parotid gland swellings in a patient with sar-

of organ symptomatology indicates the
need for medication.!” Corticosteroids usu-
ally are effective.'® Other agents, such as
methotrexate, azathioprine, cyclosporin
and hydroxychloroquine, may be used in
chronic sarcoidosis as steroid-sparing
agents or steroid substitutes to avoid
steroid toxicity.!” Chronic steroid use may
lead to problems such as osteoporosis,
impaired growth in children, skin reac-
tions, insulin-resistant diabetes, weight
gain and hypertension.®!%2

Infliximab is advocated for patients with
sarcoidosis who do not respond to standard
steroid therapy.5%2%% Infliximab is a mon-
oclonal antibody against tumor necrosis
factor-alpha (TNF-a). Inflammation is
accelerated and intensified with the
release of TNF-a by macrophages.!"1%22
Circulating TNF-a levels are increased in
sarcoidosis, and TNF-a also is found in the
sarcoid nodules.?*? Infliximab acts by
binding to TNF-a and blocking its interac-
tion with TNF-a receptor sites.!1%2¢

Patients whose sarcoidosis does not
resolve within two years with standard
corticosteroid therapy are considered to
have chronic disease. Patients with refrac-
tory sarcoidosis may benefit from a course
of infliximab. The usual therapy requires a
two-hour intravenous infusion of inflix-
imab (5 mg/kg) followed by similar doses
two and six weeks after the first dose, and
every eight weeks thereafter as
indicated.®'"%

After discussing the recalcitrant
behavior of the parotid gland swellings
with us, the pediatric rheumatologist insti-
tuted this regimen for the patient featured
in our case report. It resulted in the patient’s
going into total remission after the first infusion
with simultaneous cessation of the need for
steroids. The successful use of infliximab in our
patient was both dramatic and startling.

Complications can occur in relation to the use
of infliximab. As it is an immunosuppressive
agent, it can increase the risk of infection. Granu-
lomatous infection has been reported to develop
in 239 of 100,000 patients who have received
infliximab.? Activation of latent tuberculosis is
the most common problem, and it has been sug-
gested that skin testing for inactive tuberculosis
should be performed before infliximab therapy is
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initiated.?*? Infusion reactions such as chills,
fever, hypertension and flushing also can occur.
Malignancy is a possible complication and
requires patient monitoring.%?*

Infliximab has given medical practitioners a
potent tool for the management of sarcoidosis,
particularly for recalcitrant cases. In the case we
report, not only did infliximab resolve the persis-
tent and large bilateral parotid gland swelling in
the patient, but it also allowed us to eliminate
steroid therapy and the patient to avoid the tox-
icity associated with prolonged systemic steroid
use. It is interesting to note that in pediatric
patients who received steroid therapy for Crohn’s
disease, steroid independence was achieved in as
much as 73 percent of the patients treated with
infliximab.?® Such success is the therapeutic goal
for refractory sarcoidosis.

CONCLUSION

In this report, we reviewed the clinical sympto-
matology of sarcoidosis. The presence of bilateral
parotid gland swelling can be a significant diag-
nostic clue. Various commonly prescribed
immunosuppressive agents failed to reduce the
progressive and gross parotid gland swellings
that developed in our patient. It was only when
we tried the newly recommended medication
infliximab that rapid regression of the patient’s
gland swellings occurred. «

Dr. Mandel is the assistant dean and the director, Salivary Gland
Center, School of Dental and Oral Surgery, Columbia University, 630
West 168th St., New York, N.Y. 10032, e-mail “LM7@Columbia.edu”.
Address reprint requests to Dr. Mandel.

Dr. Wolinsky is an assistant clinical professor, School of Dental and
Oral Surgery, Columbia University, New York City.

Dr. Chalom is chief pediatric rheumatologist, St. Barnabus Medical
Center, Livingston, N.J.

1. Surattanont F, Mandel L, Wolinsky B. Bilateral parotid swelling
caused by sarcoidosis. JADA 2002;133:738-41.

2. Culver DA, Thomassen MdJ, Kavuru MS. Pulmonary sarcoidosis:
new genetic clues and ongoing treatment controversies. Cleve Clin J
Med 2004;71(2):88, 90, 92.

3. Bresnitz EA, Strom BL. Epidemiology of sarcoidosis. Epidemiol
Rev 1983;5:124-56.

4. Kendig EL Jr. Sarcoidosis in children: personal observations on

CLINICAL|PRACTICE

age distribution. Pediatr Pulmonol 1989;6(2):69-70.

5. Hosoya S, Kataoka M, Nakata Y, et al. Clinical features of 125
patients with sarcoidosis: Okayama University Hospital review of a
recent 10-year period. Acta Med Okayama 1992;46(1):31-6.

6. Roberts SD, Wilkes DS, Burgett RA, Knox KS. Refractory sar-
coidosis responding to infliximab. Chest 2003;124:2028-31.

7. Meyerele JH, Shorr A. The use of infliximab in cutaneous sar-
coidosis. J Drugs Dermatol 2003;2:413-4.

8. Mandel L, Kaynar A. Sialadenopathy: a clinical herald of sar-
coidosis: report of two cases. J Oral Maxillofac Surg 1994;52:1208-10.

9. Greenberg G, Anderson R, Sharpstone P, James DG. Enlargement
of the parotid gland due to sarcoidosis. Br Med J 1964;5413:861-2.

10. James DG, Neville E, Siltzbach LE. A worldwide review of sar-
coidosis. Ann N Y Acad Sci 1976;278:321-34.

11. Nessan VJ, Jacoway JR. Biopsy of minor salivary glands in the
diagnosis of sarcoidosis. N Engl J Med 1979;301:922-4.

12. Hafner R, Vogel P. Sarcoidosis of early onset: a challenge for the
pediatric rheumatologist. Clin Exp Rheumatol 1993;11:685-91.

13. Rodriquez GE, Shin BC, Abernathy RS, Kendig EL Jr. Serum
angiotensin-converting enzyme activity in normal children and in those
with sarcoidosis. J Pediatr 1981;99(1):68-72.

14. Beneteau-Burnat B, Baudin B, Morgant G, Baumann FC,
Giboudeau J. Serum angiotensin-converting enzyme activity in healthy
and sarcoidotic children: comparison with the reference interval for
adults. Clin Chem 1990;36:344-6.

15. Shetty AK, Gedalia A. Sarcoidosis: a pediatric perspective. Clin
Pediatr 1998;37(12):707-17.

16. Gedalia A, Molina JF, Ellis GS Jr, Galen W, Moore C, Espinoza
LR. Low-dose methotrexate therapy for childhood sarcoidosis. J Pediatr
1997;130(1):25-9.

17. Baughman RP, Lower EE, du Bois RM. Sarcoidosis. Lancet
2003;361:1111-8.

18. Serio RN. Infliximab treatment of sarcoidosis. Ann Pharmacother
2003;37:577-81.

19. Baldassano R, Braegger CP, Escher JP, et al. Infliximab (Remi-
cade) therapy in the treatment of pediatric Crohn’s disease. Am J Gas-
troenterol 2003;98:833-8.

20. Ulbricht KU, Stoll M, Bierwirth J, Witte T, Schmidt RE. Suc-
cessful tumor necrosis factor alpha blockade treatment in therapy-
resistant sarcoidosis Arthritis Rheum 2003;48:3542-3.

21. Haley H, Cantrell W, Smith K. Infliximab therapy for sarcoidosis
(lupus pernio). Br J Dermatol 2004;150(1):146-9.

22. Yee AM, Pochapin MB. Treatment of complicated sarcoidosis with
infliximab anti-tumor necrosis factor-alpha therapy. Ann Intern Med
2001;135(1):27-31.

23. Cook MC. Infliximab therapy for complicated sarcoidosis. Ann
Intern Med 2002;137:296-7.

24. Moller DR. Treatment of sarcoidosis: from a basic science point of
view. J Intern Med 2003;253(1):31-40.

25. Cohen RD. Infliximab at 5 years: tweaking the recipe for success?
Gastroenterology 2003;125:1902-3.

26. Wallis RS, Broder MS, Wong JY, Hanson ME, Beenhouwer DO.
Granulomatous infectious diseases associated with tumor necrosis
factor antagonists. Clin Infect Dis 2004:38:1261-5.

27. Baughman RP, Iannuzzi M. Tumour necrosis factor in sarcoidosis
and its potential for targeted therapy. BioDrugs 2003;17:425-31.

28. Gomez-Reino JJ, Carmona L, Valverde VR, Mola EM, Montero
MD; Biobadaser Group. Treatment of rheumatoid arthritis with tumor
necrosis factor inhibitors may predispose to significant increase in
tuberculosis risk: a multicenter active-surveillance report. Arthritis
Rheum 2003;48:2122-7.

29. Stephens MC, Shepanski MA, Mamula P, Markowitz JE, Brown
KA, Baldassano RN. Safety and steroid-sparing experience using inflix-
imab for Crohn’s disease at a pediatric inflammatory bowel disease
center. Am J Gastroenterol 2003;98(1):104-11.

JADA, Vol. 136 www.ada.org/goto/jada September 2005 1285
Copyright ©2005 American Dental Association. All rights reserved.

0T0Z ‘6 Arenige4 uo bioepeepel WO.) papPeojUMOQ


http://jada.ada.org

