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A Clinicopathologic Series of 22 Cases of
Tonsillar Granulomas
David E. Kardon, MD; Lester D. R. Thompson, MD

Objectives: Tonsils are uncommonly affected by
granulomatous inflammation, often with an obscure
cause. This study attempts to elucidate the nature of
tonsillar granulomatous inflammation. Design: Retrospective clinicopathologic review. Methods: Twentytwo cases of tonsillar granulomas diagnosed between
1940 and 1999 were retrieved from the files of the
Armed Forces Institute of Pathology. H&E slides and
a series of histochemical stains were reviewed, and
patient follow-up was obtained. Results: There were
11 males and 11 females, aged 7 to 64 years (mean,
29.9 y). Most of the cases presented bilaterally (n ⴝ 19)
with sore throat, dysphagia, and/or nasal obstruction.
The clinical differential included chronic tonsillitis,
tuberculosis, nonspecific infection, sarcoidosis, and a
neoplasm. Histologically, the granulomas were focal
and scattered, or diffuse, identified in the interfollicular zones (n ⴝ 16) and/or the germinal centers (n ⴝ 13),
and occasionally associated with necrosis (n ⴝ 6).
Based on histochemical and clinical follow-up information, the etiology of the granulomas included sarcoidosis (n ⴝ 8), tuberculosis (n ⴝ 3), Hodgkin’s lymphoma (n ⴝ 2), toxoplasmosis (n ⴝ 1), squamous cell
carcinoma (n ⴝ 1), and no specific known cause (n ⴝ
7). Twelve patients were either alive at last follow-up
or had died with no evidence of disease (mean, 12.4 y),
and 9 were either alive at last follow-up or had died
with disease (mean, 24.9 y). One patient was alive with
unknown disease status (lost to follow-up after 13.3 y).
Conclusions: Although a cause for tonsillar granulomas is frequently identified, a number may not develop an identifiable etiology, with the granulomas
probably representing an exaggerated immune response to chronic tonsillitis. However, a careful
work-up must be conducted to exclude specific causes
and avoid clinical mismanagement. Key Words: Tonsil,
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tonsillitis, granulomatous inflammation, sarcoidosis,
infectious disease.
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INTRODUCTION
Chronic tonsillitis, histologically manifested as follicular hyperplasia, is a common pathological condition that
may cause serous otitis media or obstructive sleep apnea
as a secondary condition, which necessitates tonsillectomy/adenoidectomy. Granulomatous inflammation of the
tonsils is rare, but when present is often part of the presentation spectrum of systemic diseases. Cases of tonsillar
enlargement due to sarcoidosis, Crohn’s disease, fungal
infection, and tuberculosis have been reported in the medical literature, sometimes clinically mimicking neoplasms
due to tonsillar enlargement.1,2 A battery of histochemical
stains for organisms is performed by the pathologist, followed by clinical correlation. In the absence of any identifiable cause, a nonspecific diagnosis is rendered. It is
unfortunately all too common to append “compatible with
sarcoidosis” to the diagnostic line or within a comment,
even in the absence of other systemic manifestations. The
isolated case reports in the medical literature2–7 do not
help in developing a systematic approach to tonsillectomy
specimens with granulomatous inflammation. Therefore,
we undertook this study of 22 cases of granulomatous
inflammation of the tonsils to determine, where possible,
their etiology and to correlate the diagnoses with the
eventual clinical outcome.

MATERIALS AND METHODS
Twenty-two cases of tonsillar granulomatous inflammation
were retrieved from the Otorhinolaryngic-Head and Neck Registry of the Armed Forces Institute of Pathology, between 1940 and
1999. These 22 cases represented 0.08% (22 of 26,386 cases) of all
tonsil and adenoid cases reviewed during the same time period
and 0.16% (22 of 13,700 cases) of all non-neoplastic tonsil and
adenoid cases reviewed. Fifteen cases were obtained from civilian
sources, including university medical centers, community hospitals, and private laboratories, five from military hospitals, and
two from Veterans Administration medical centers.
H&E slides from each of the cases were reviewed and evaluated for the presence, distribution, and morphology of the granulomas. Ziehl-Neelsen, Gomori methenamine silver, WarthinStarry, and Brown-Brenn stains were performed to evaluate the
presence of infectious organisms. These stains were repeated for
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each case with available blocks, even when they had been performed at the time of initial consult. Five cases had no accompanying blocks, but lacked only the Warthin-Starry (n ⫽ 3) or all of
the special stains (n ⫽ 2). Clinical follow-up was used to determine the etiologies for these five cases.
Materials within the files of the Armed Forces Institute of
Pathology were supplemented by a review of the patients’ social
demographics, signs and symptoms at presentation, surgical pathology and operative reports, and oral or written communication
with the treating physicians. Follow-up data included information regarding laboratory evidence of specific disease, development of subsequent disease, and the current status of the disease
and the patient.

RESULTS
Clinical Presentation
A summary of clinical characteristics is presented in
Table I. Males were older, averaging 34.0 years at presentation, wheres females averaged 25.9 years. We do not
have an explanation for this difference. Fourteen patients
were white, seven were black, and one was Hispanic. Most
patients presented with a sore throat (n ⫽ 12), followed by
a mass lesion, dysphagia, and nasal obstruction. Three
patients were treated for asymptomatically enlarged tonsils when discovered incidentally during a clinical
work-up for unrelated reasons. The managing physicians’
clinical impressions (when recorded) included chronic tonsillitis (n ⫽ 8), neoplasm (n ⫽ 7), sarcoidosis (n ⫽ 2),
nonspecific infection (n ⫽ 2), and singular cases of tuberculosis and Hodgkin’s disease. Nineteen cases involved
the faucial tonsils, 2 the nasopharyngeal adenoids, and 1
the tonsillar fossa in a patient who had previously had a
tonsillectomy. Four of the 19 patients with faucial tonsillar involvement had asymmetrical enlargement and were
thought to harbor a neoplasm.

TABLE I.
Clinical Characteristics.
Clinical Characteristic

Sex
Female
Male
Age (y)
Range
Average
Women (average)
Men (average)
Symptoms at presentation
Sore throat
Mass lesion
Dysphagia
Nasal obstruction
Asymptomatic
Location
Bilateral tonsils
Right tonsil
Adenoids
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Macroscopic Findings
The tonsils measured 2.0 to 4.2 cm in greatest dimension (mean, 2.9 cm) and had varying macroscopic appearances from tan-red to yellow-white. The cut surface was
described as homogeneous to nodular. In two cases, the
crypts were enlarged and contained caseous material.

Microscopic Findings
The granulomatous inflammation was categorized
based on distribution (focal, scattered, or diffuse), location
(interfollicular or within germinal centers), circumscription (poorly circumscribed, well circumscribed, confluent),
and necrosis (present or absent) (Table II). In summary,
the majority of the cases (90.9%) showed either scattered
or diffuse granulomas, without a specific topographic location; were usually well circumscribed, although dependent on the diagnosis; and were mostly noncaseating
(72.7%). Although a few of the cases exhibited the archetypal histomorphology for their respective diagnoses (i.e.,
noncaseating granulomas with Schaumann or asteroid
bodies in sarcoidosis [Fig. 1] or large granulomas with
central necrosis in tuberculosis), there was no noteworthy
association between the specific granuloma morphology
and the underlying pathological process.
The Ziehl-Neelsen stain for acid-fast bacilli was positive in 2 of the 21 cases tested (Fig. 2). Both patients had
subsequently developed culture-confirmed tuberculosis
(Mycobacterium tuberculosis) after the initial evaluation
of their tonsillectomy specimens. The remaining histochemical stains performed were negative in all cases
tested.

Clinical Management and Patient Outcome
Complete follow-up was obtained in 21 of the cases
(Table III). In 14 patients the granulomatous inflammation was secondary to a systemic disease that was known
at the time of diagnosis or became manifest at a later time.
These diseases consisted of sarcoidosis, tuberculosis,
Hodgkin’s disease, squamous cell carcinoma of the tonsil,

Tonsillar Granulomas
(n ⫽ 22)

TABLE II.
Histologic Features of Tonsillar Granulomas.

11
11
Feature

7–64
29.9
25.9
34.0
12
3
2
2
3
16
3
3

Distribution
Focal
Scattered
Diffuse
Location
Germinal centers
Interfollicular
Circumscription
Poor
Well
Confluent
Necrosis
Present
Absent

n (%)

2 (9)
11 (50)
9 (41)
14 (64)
17 (77)
6 (27)
10 (46)
6 (27)
6 (27)
16 (73)
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Fig. 1. Tonsillar granulomas in a patient with sarcoidosis. The granulomas are large and confluent with numerous Langhans’ multinucleated giant cells, some of which contain asteroid bodies (inset).
Original magnification ⫻ 200 (inset ⫻ 600).

and toxoplasmosis. One patient was initially diagnosed
with toxoplasmosis, but has since developed multiple recurrent “masses” in the tonsillar fossa, all interpreted as
“atypical lymphocytic infiltrates,” without a definitive diagnosis of lymphoma. The patient is otherwise in good
health without systemic disease.
Only 7 of 16 patients clinically thought to suffer from
sarcoidosis actually had concurrent or developed subsequent clinical or laboratory evidence that supported sarcoidosis as the etiology of their granulomas. Five of the
patients had or developed pulmonary disease, one had
erythema nodosum and adenopathy, and one had laryngeal sarcoid. Three of the 16 patients clinically thought to
have sarcoidosis developed tuberculosis as confirmed by

Fig. 2. Granulomatous inflammation in a patient with tuberculosis.
Notably, caseous necrosis was absent and the initial stains for
acid-fast bacilli were negative, prompting the erroneous diagnosis
of sarcoidosis. A repeat Ziehl-Neelsen stain performed for the study
was positive, showing an acid-fast beaded bacillus (inset). Original
magnification ⫻ 200 (inset ⫻ 1000).
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cultures, two of whom had histologically identifiable acidfast bacilli. The other died from his extensive pulmonary
disease. Of the remaining patients, one had convincing
serological evidence for Toxoplasma gondii lymphadenitis,
one proved to have Hodgkin’s disease, and four patients
developed no subsequent granulomatous disease.
Six patients died with evidence of disease: four had
sarcoidosis, one had tuberculosis, and one had Hodgkin’s
disease. The patients with sarcoidosis survived for a mean
of 43.7 years after the initial diagnosis, and death was
usually of an infectious cause not specifically related to
sarcoid. The patient with fulminant pulmonary tuberculosis died 1.2 years after tonsillectomy, whereas the patient with Hodgkin’s disease died 2.7 years after tonsillectomy. Two patients died with no evidence of their
disease— one with Hodgkin’s disease (30.3 y) and one with
squamous cell carcinoma of the tonsil (6.9 y).
Ten patients are alive at last follow-up with no evidence of disease (mean, 11.2 y). Seven had idiopathic
granulomatous inflammation and developed no subsequent disease, two had tuberculosis, and one had toxoplasmosis. Three patients are alive at last follow-up with
sarcoidosis (mean, 27.6 y). The remaining patient is alive,
without evidence of disease or a specific diagnosis, although an atypical lymphoid infiltrate was present in her
most recent biopsy.

DISCUSSION
Granulomatous inflammation is a chronic process
that results from the activation of macrophages by antigens that are resistant to cellular digestion. It occurs in
numerous settings including infection, most classically by
Mycobacterium tuberculosis, but also fungi and unusual
bacteria; neoplasia, commonly associated with Hodgkin’s
disease8 –10 but also reported with keratinizing squamous
cell carcinoma;11,12 and foreign body reaction. In addition,
a few systemic conditions with poorly understood etiologies, such as sarcoidosis and Crohn’s disease,13 contain
granulomatous inflammation as part of their histological
spectrum and must be considered when other etiologies
have been excluded.
Our series examines the clinicopathologic features of
patients who have granulomatous inflammation of their
faucial tonsils whose tonsillar histology yields no specific
diagnosis at presentation; i.e., negative special stains. Of
interest, sarcoidosis accounted for the largest percentage
of any diagnosable disease, with 7 of 22 patients exhibiting or developing other supporting signs and symptoms of
sarcoidosis. Nevertheless, an equal number of patients
developed no further symptomatology, with granulomatous inflammation limited to the tonsils. We were unable
to distinguish between these two groups based on histological features alone. However, it may be unwise to label
the patients in the latter group with a diagnosis of sarcoidosis based only on their tonsillar pathology. In support
of this proposal, the patients who did have sarcoidosis
presented with dyspnea, adenopathy, rash, and arthralgia, and only two had a typical clinical presentation of
chronic tonsillitis, whereas all of the “idiopathic” patients
presented with a long history of recurrent or longstanding
chronic tonsillitis. Furthermore, the sarcoid group tended
Kardon et al.: Tonsillar Granulomas

TABLE III.
Patient Follow-up Information.
Patient
No.

Age (y)

Sex

Diagnosis

Follow-up
(y)

Patient
Status

12
19
23
24
28
40
62
7
13
15
16
20
21
21
29
34
41
50
55
37
27
64

F
F
F
M
M
M
F
F
F
F
M
M
F
F
M
M
M
M
M
M
F
F

Sarcoidosis
Sarcoidosis
Sarcoidosis
Sarcoidosis
Sarcoidosis
Sarcoidosis
Sarcoidosis
Idiopathic*
Idiopathic
Idiopathic
Idiopathic
Idiopathic
Idiopathic
Idiopathic
Tuberculosis
Tuberculosis
Tuberculosis
Hodgkin’s disease
Hodgkin’s disease
Squamous cell carcinoma
Toxoplasmosis
Unknown

16.2
5.3
54.0
57.0
37.3
40.0
9.7
17.0
3.0
1.9
19.8
0.1
13.3
1.9
30.9
1.2
24.4
30.3
2.7
6.8
15.5
4.0

A, WD
D, WD
D, WD
A, WD
D, WD
D, WD
A, WD
A, NED
A, NED
A, NED
A, NED
A, NED
A, NED
A, NED
A, NED
D, WD
A, NED
D, NED
D, WD
D, NED
A, NED
A, WD

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22

*Cases listed as idiopathic represent those patients who exhibited no systemic disease and developed none
subsequently.
A ⫽ alive; NED ⫽ no evidence of disease; WD ⫽ with disease; D ⫽ dead; NED ⫽ no evidence of disease.

to be older, age 12 to 62 years (mean, 29.7 y), while the
“idiopathic” group tended to be younger, age 7 to 21 years
(mean, 16.1 y). Therefore, this idiopathic group may represent a subset of the population that develops a granulomatous response to the usual stimuli for chronic
tonsillitis.
The development of head and neck sarcoidosis is well
documented in the literature, and occurs in 10% to 15% of
patients with sarcoidosis.14 The eye and/or lacrimal gland
is the most common site of involvement in the head and
neck, followed by skin, nose, nervous system, larynx, salivary glands, cervical lymph nodes, and middle ear.15 Tonsillar involvement is exceptional,7 but occasionally, because of its easy accessibility, random tonsillar biopsies
have been advocated to diagnose sarcoidosis— but there is
a low diagnostic yield.16 As reported in our series, tonsillar
sarcoidosis composes less than 0.03% of all tonsillectomy
cases examined at our institution. Given the referral nature of our practice, the percentage must be even lower in
an unselected population. Sarcoidosis of the tonsil may
present as a unilateral mass lesion with accompanying
cervical adenopathy, producing a clinical scenario suspicious for malignancy,2,3 similar to sarcoidosis presenting
in other otorhinolaryngologic sites.1 Therefore, histological examination of the tonsil in this clinical setting is
mandatory.
Laryngoscope 110: March 2000

Primary tonsillar tuberculosis is a rare entity, but
still exists in regions of the world where the overall incidence of tuberculosis is high.17 Secondary spread to the
oropharynx is a rare but described sequela of pulmonary
disease.6 Diagnosis of tonsillar tuberculosis is made by
histopathological findings and culture of the organism.
The presentation of primary or secondary tonsillar tuberculosis may be difficult to distinguish from sarcoidosis,
especially if no acid-fast bacilli are seen or if initial cultures are negative, considering both entities share similar
features: pulmonary disease, adenopathy, and granulomatous inflammation. Therefore, it is imperative to try to
make a definitive diagnosis, since the potential treatment
could be more harmful than inaction (i.e., giving corticosteroids to a patient with tuberculosis).
Our three patients with tuberculosis illustrate the
potential diagnostic difficulty and resultant morbidity.
One patient was asymptomatic, but had diffuse lung lesions on chest radiograph with a persistently negative
PPD and negative sputum acid-fast bacilli cultures. His
tonsillectomy specimen revealed large, well-formed, and
confluent granulomas with focal central caseating necrosis. Without special stains, and based on the histology
alone, he was diagnosed with sarcoidosis. Approximately 1
year later, he was hospitalized with severe dyspnea and
cough. Despite aggressive therapy he died of fulminant
Kardon et al.: Tonsillar Granulomas
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pulmonary tuberculosis after 3 months of hospitalization.
The histological specimens from the other two patients
initially failed to reveal acid-fast bacilli. It was only after
serial sections were stained with Ziehl-Neelsen that a few
isolated organisms were identified, reinforcing the capricious nature of these studies. However, both patients were
clinically diagnosed soon after the tonsillectomy, treated
appropriately, and experienced no long-term sequelae.
Toxoplasma gondii typically affects the posterior cervical lymph nodes but has been described in the tonsils as
well.18,19 The characteristic histological pattern includes
marked follicular hyperplasia and a granulomatous reaction within the germinal centers and at their immediate
periphery. The granulomas are typically small and poorly
delineated, but rarely may have areas of necrosis and
giant cell formation.20 Some have suggested that the occurrence of granulomas within germinal centers (Fig. 3) is
nearly specific for toxoplasma lymphadenitis.21 We were
unable to support this conclusion based on our findings in
tonsils. While our only confirmed toxoplasmosis case did
indeed have granulomas within germinal centers, a similar localization was noted in four sarcoid, two tuberculosis, one Hodgkin’s disease, and six idiopathic granulomatous cases. Therefore, we do not believe that the
topographic localization can be used to yield a specific
diagnosis. Furthermore, one cannot rely on serological
confirmation of toxoplasmosis alone, because the antibodies may not develop early in the disease and there may be
variations in immunoglobulin G and immunoglobulin M
response. Therefore, one might question our seven “idiopathic” cases: perhaps they represent serologically silent
toxoplasmosis. Nevertheless, none of those patients exhibited concomitant adenopathy, a finding present in other
reported cases of tonsillar toxoplasmosis,19 and all of the
patients had tonsillar symptoms for many years, a finding
not likely to be found in toxoplasmosis.
The association of granulomatous inflammation with
neoplasia is well documented. As illustrated in our series,
Hodgkin’s disease can be accompanied by granulomatous

Fig. 3. Granulomas within germinal centers in a patient with idiopathic granulomatous inflammation of the tonsil. Original magnification ⫻ 200.
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inflammation, the pathophysiology of which is poorly understood. It likely represents a generalized immune response to the tumor, which can be manifest in organs
uninvolved by Hodgkin’s disease.9,10 A localized granulomatous response to the keratin produced by squamous cell
carcinomas may occur, particularly after irradiation.12 A
similar reaction is seen in ruptured epidermal inclusion
cysts. Therefore, granulomas can be seen in both malignancy and acquired cystic lesions.

CONCLUSION
We described the histological and clinical features of
22 patients with granulomatous inflammation of the tonsils. While sarcoidosis was the most common diagnosable
disease, we identified an equal company of patients who
neither expressed concurrent nor developed subsequent
systemic disease. Arguably, these cases may represent
localized sarcoidosis of the tonsil, since sarcoidosis can be
a mild and self-limited disorder, but in light of the clinical
context, we believe these cases most likely represent an
exaggerated immune response to the stimuli of chronic
tonsillitis. We further brace the importance of the clinical
presentation, especially for mycobacterial infections, particularly in the setting of negative special stains and cultures. Insight into the other etiologies of tonsillar granulomas, including toxoplasmosis, neoplasia, and Crohn’s
disease, will allow for an appropriate differential diagnosis in evaluating patients with similar presentations.

BIBLIOGRAPHY
1. Wenig BM, Devaney K, Wenig BL. Pseudoneoplastic lesions
of the oropharynx and larynx simulating cancer. Pathol
Ann 1995;30:143–187.
2. Yueh B Woods R Koch W. A noncaseating granulomatous
lesion of the tonsil presenting as a malignant neoplasm.
Otolaryngol Head Neck Surg 1995;112:461– 464.
3. Altug H, Tahsinoglu M, Celikoglu S. A case of tonsillar localization of sarcoidosis. J Laryngol Otol 1973;87:417– 421.
4. Erwin S. Unsuspected sarcoidosis of the tonsil. Otolaryngol
Head Neck Surg 1989;100:245–247.
5. Onishi Y, Imai Y, Tojima H, Nakajima K, Takahashi A.
Systemic sarcoidosis with significant granulomatous swelling of the pharyngeal tonsil. Intern Med 1998;37:157–160.
6. Selimoglu MD, Sutbeyaz Y, Ciftcioglu MA, Parlak M, Esrefoglu M, Ozturk A. Primary tonsillar tuberculosis: a case
report. J Laryngol Otol 1995;109:880 – 882.
7. Yarington C, Smith G, Benzmiller J. Value of histologic examination of tonsils. A report of isolated tonsillar sarcoidosis. Arch Otolaryngol 1967;85:680 – 681.
8. Kadin M, Donaldson S, Dorfman R. Isolated granulomas in
Hodgkin’s disease. N Engl J Med 1970;283:859 – 861.
9. O’Connell M, Schimpff S, Kirschner R, Abt A, Wiernik P.
Epithelioid granulomas in Hodgkin disease. A favorable
prognostic sign? JAMA 1975;233:886 – 889.
10. Sacks E, Donaldson S, Gordon J, Dorfman R. Epithelioid
granulomas associated with Hodgkin’s disease: clinical correlations in 55 previously untreated patients. Cancer 1978;
41:562–567.
11. Segawa Y, Takigawa N, Okahara M, et al. Primary lung
cancer associated with diffuse granulomatous lesions in
the pulmonary parenchyma. Intern Med 1996;34:728 –731.
12. Safall H, Azar HA. Keratin granulomas in irradiated squamous cell carcinoma of various sites. Cancer Res 1966;26:
500 –508.
13. Bozkurt T, Langer M, Fendel K, Lux G. Granulomatous tonsillitis: a rare extraintestinal manifestation of Crohn’s disease. Dig Dis Sci 1992;37:1127–1130.

Kardon et al.: Tonsillar Granulomas

14. Dash GI, Kimmelman CP. Head and neck manifestations of
sarcoidosis. Laryngoscope 1984;98:50 –53.
15. Krespi YA, Kuriloff DB, Aner M. Sarcoidosis of the sinonasal
tract: a new staging system. Otolaryngol Head Neck Surg
1995;112:221–227.
16. Karma A, Sutinen S, Karma P. Conjunctival and tonsillar
biopsies in sarcoidosis [letter]. Chest 1980;78:900 –901.
17. Anim J, Dawlatly E. Tuberculosis of the tonsil revisited. West
Afr J Med 1991;10:194 –197.
18. Amendoeira M, Coutinho S. Isolation of Toxoplasma gondii

Laryngoscope 110: March 2000

from the saliva and tonsils of a three-year-old child. J Infect Dis 1982;145:587.
19. Kouba K, Lasovska J, Mirejovsky P, Stehlikova J, Kramarova
K. Tonsillar-glandular form of acquired acute toxoplasmosis. J Laryngol Otol 1977;91:601– 604.
20. Saxen L, Saxen E, Tenhunen A. The significance of histological diagnosis in glandular toxoplasmosis. Acta Pathol Microbiol Scand 1962;56:284 –294.
21. Miettinen M, Franssila K. Malignant lymphoma simulating
lymph node toxoplasmosis. Hum Pathol 1982;6:129 –140.

Kardon et al.: Tonsillar Granulomas

481

