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Carney’s Triad comprises a triad of neoplasms: gastric stromal
tumor, extra-adrenal paraganglioma (usually functional), and
pulmonary chondroma. At least two of these are needed for the
presumptive diagnosis of the Triad. This report presents a patient
who had resected a gastric tumor and nonfunctional extra-adrenal
paraganglioma. The gastric tumor resembled a gastric leiomyo-
sarcoma by light microscopy, but electron microscopy revealed
it to be a gastric autonomic nerve (GAN) tumor. Based on this
evidence it appears that both the gastric lesions and the para-
gangliomata of Carney’s Triad are tumors of the autonomic ner-
vous system. Thus, the Triad may be a disorder of the autonomic
nervous system rather than a multiple endocrine neoplasia syn-
drome or multiple hamartoma syndrome.

to an unusual triad of neoplasms typically arising in
females: gastric leiomyosarcoma, extra-adrenal
paraganglioma (usually functional), and pulmonary
chondroma. Others have also observed the occurrence of
these tumors in the same patient.>”” By 1984, Carney®’
had seen over 20 cases of this curious syndrome. All ob-
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servers have been unable to explain the spontaneous oc-
currence of such apparently disparate and rare tumors.
This report provides evidence that the gastric stromal
neoplasms of this syndrome are probably not of smooth
muscle origin but rather may arise in the autonomic ner-
vous system and be true neural tumors. This derivation
would provide a common origin for the gastric tumors
and extra-adrenal paragangliomata and may explain the
association of these neoplasms in patients.

Case Report

This male patient was 16 years old when he first noted several months
of easy fatigability and subcostal discomfort associated with a 15-pound
weight loss. He had no headache, flushing, or palpitations, and was never
hypertensive. On examination he had a right Horner’s syndrome (ptosis,
miosis, enophthalmos) and a palpable epigastric mass. Upper gastroin-
testinal series and computed tomography (CT) suggested that the mass
was a large gastric tumor. An additional finding on CT was a mass in
the area of the left adrenal. At celiotomy, a large gastric tumor on the
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FIG. 1. Photomicrograph of the gastric tumor that is composed predom-
inantly of spindle cells with uniform elongated nuclei. Cytoplasmic vac-
uolization adjacent to nuclei is evident in many cells. (Hematoxylin and
eosin stain, X210.)
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lesser curvature was resected by a subtotal distal gastrectomy with a
Billroth II anastomosis. The tumor was a well-demarcated, 8-cm mass
attached to the serosa on the gastric lesser curvature. Microscopically,
the tumor consisted chiefly of spindle cells with virtually no nuclear
pleomorphism, rare mitoses (4 per 50 high-power fields), and no vascular
invasion. The light microscopic impression was spindle cell tumor, prob-
ably of smooth muscle origin (Fig. 1). Inmunoperoxidase studies showed
positive staining of the gastric tumor with antibody to neuron-specific
enolase but no staining with antibody to S100 protein. Electron micro-
scopic examination revealed a tumor of neural origin: gastric autonomic
nerve (GAN) tumor (Fig. 2). The diagnostic features of this newly rec-
ognized tumor'® include elongated tumor cells with blunt processes and
small dense core granules. Specific ultrastructural features that are di-
agnostic for smooth muscle cells and Schwann cells were absent.

The patient recovered uneventfully from surgery but the Horner’s
syndrome persisted. A CT series obtained 3 months after operation
showed enlargement of the left adrenal mass. He again had no headaches,
flushing, or palpitations, and was never hypertensive. Because of the
concern of metastasis, he had exploratory surgery again and the mass
was excised along with a portion of the left adrenal gland that was in-

FIG. 2. Electron micrograph of GAN tumor shows a tumor cell with an elongated blunt process surroupded by numerous tumor cgll processes and
axons. Tumor cells have dense core granules that cluster in axons (inset) connected by synaptic densities. Some axons are filled with neurotubules
(arrows) as well as a few dense core granules. (X8000; inset X19,000.)
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extricably bound to it. At pathologic examination, the tumor was clearly
separate from the adrenal gland. The mass was firm, tan, and 3.5 cm in
diameter. Microscopically, it consisted of cords and nests of large, mod-
erately pleomorphic cells with scattered mitoses, embedded in a vascular
stroma. The impression was that this mass was a paraganglioma (Fig.
3). Immunoperoxidase studies revealed this tumor to show positive
staining with antibody to chromogranin. Ultrastructural examination of
this retroperitoneal paraganglioma revealed large tumor cells that were
filled with large, swollen mitochondria and attached by junctions (Fig.
4). Some tumor cells contained medium-sized lightly dense granules
analogous to those described as containing epinephrine.!! Nearly all tumor
cells also contained small dense core granules identical to those present
in the gastric tumor. However, granules identical to the norepinephrine
granule type present in adrenal medullary pheochromocytomas were
absent.'! This latter granule type is the one most often seen in functional
pheochromocytomas. Their absence in this case then correlates with the
clinical absence of evidence of a functional paraganglioma.

The patient again recovered uneventfully from surgery. The Horner’s
syndrome persisted. Another CT series revealed a nodule in the left neck
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FIG. 3. Photomicrograph of the retroperitoneal paraganglioma. The tumor
consists of nests of moderately pleomorphic cells separated by a delicate
fibrovascular stroma. (Hematoxylin and eosin stain, X210.)

FIG. 4. Electron micrograph of paraganglioma shows a large tumor cell attached to others by junctions and filled with swollen mitochondria. The
nucleus has an open chromatic pattern and a large nucleolus. Small dense core granules (inset) and large less dense granules (arrow) are present.
(X8000; inset %X24,500.)
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at the level of the third cervical vertebra displacing the external carotid
artery anteriorly and the internal carotid artery posteriorly, but no masses
were palpable on physical examination. This nodule did not enhance
with contrast, a finding not typical for paragangliomata.'> CT of the
thorax did not disclose any pulmonary or mediastinal lesions. The patient
continues to be asymptomatic with no elevation in urinary metanephrine
or vanillyl mandelic acid (VMA) levels. A portion of the paraganglioma
was assayed for nerve growth factor'* and was found to have none. No
amplification of the neuroblastoma-associated oncogene N-myc was found
in the paraganglioma.'*

Discussion

The classification of gastric tumors is undergoing great
change with the use of electron microscopy for the study
of these lesions. For example, Walker and Dvorak!® have
suggested that some lesions previously believed to origi-
nate in smooth muscle are actually neural in origin be-
cause nests of the tumor cells mimic the ultrastructural
appearance of the enteric autonomic nervous system. The
small dense core granules noted in this patient’s gastric
lesion are identical to the noradrenalin-containing gran-
ules of the enteric nervous system.'*!® In our case these
granules were found in Golgi synthetic areas as well as
close to tumor cell surfaces. Tumor cells displayed elon-
gated processes and axons with synaptic densities that also
contained dense core granules, neurofilaments, and clear
vesicles. The ultrastructural features in this case are the
same as those recently described by Walker and Dvorak
under the heading of GAN tumor.'° A similar neoplasm
has been described by Herrera et al.'” in the small bowel,
and they termed it a plexosarcoma. In addition, the im-
munocytochemical demonstration of neuron-specific en-
olase in the tumor adds support to the concept of its neural
origin. '8

Our patient has two of the three neoplasms that com-
prise Carney’s Triad. Carney does not mention electron
microscopic examination of the gastric specimens, and
by light microscopic examination, the lesions were de-
scribed as gastric leiomyosarcomata. This would have
been the diagnosis in our patient if not for the electron
microscopic findings that instead demonstrated the neural
origin of the tissue. Only half of Carney’s patients had
extra-adrenal functioning paragangliomata. Our patient
clearly has at least one extra-adrenal paraganglioma, albeit
nonfunctional. Electron microscopy and immunocyto-
chemistry confirmed the presence of neurosecretory
granules in the paraganglioma.'” The majority of the
paragangliomata described as part of the Triad are located
in the neck and thorax, not the abdomen as with our
patient. However, the Horner’s syndrome and the neck
mass seen on CT may be evidence of a lesion in the neck.
The occurrence of the nodule and the Horner’s syndrome
on opposite sides suggests there may be bilateral lesions.
Although 80% of Carney’s patients have had pulmonary
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chondromas, our patient continues to have a normal chest
radiograph. However, it is important to note that all three
lesions need not be present to make the provisional di-
agnosis of Carney’s Triad.’ If a pulmonary lesion develops,
we will entertain the possibility that the mass represents
a benign chondroma rather than a metastatic tumor.

We believe that two of the three tumors comprising
Carney’s triad may be neoplasms of autonomic nerve cell
origin that are manifested as GAN tumors and extra-ad-
renal paragangliomata. Confirmation of our hypothesis
will have to await re-examination of previously reported
gastric lesions using the electron microscope. The reason
for the association with pulmonary chondromas remains
unclear. Paragangliomata are believed to be true neo-
plasms of the chief cell elements of paraganglia rather
than hyperplasia or hamartomatous change because the
cellular elements resembling the normal sustenticular cells
of paraganglia are rare and the normal relationship of
nerve fibers to chief cell nests is lacking.?® Rather than a
multiple endocrine neoplasia syndrome or multiple ha-
martoma syndrome, this once curious admixture of tu-
mors can now be better understood as a manifestation of
multiple tumors of similar origin, i.e., the autonomic ner-
vous system.

Acknowledgments

We would like to thank Dr. Abraham London for his clinical wisdom
in pursuing the original complaints, Linda Letourneau for electron mi-
croscopic help, Dr. Bruce R. Korf for the oncogene analysis, and Dr.
Richard Murphy for the nerve growth factor assay.

References

1. Carney JA, Sheps SG, Go VLW, Gordon H. The triad of gastric
leiomyosacroma, functioning extra-adrenal ioma and
pulmonary chondroma. N Engl J Med 1977; 296:1517-1518.

2. Chander S, Oliverio R, Fermon C, Changer P. Triad of neoplasms
leiomyosacroma, functioning extra-adrenal tumors, and pul-
monary chondroma. NY State J Med 1981; 81:392-393.

3. Dajee A, Dajee H, Hinrichs S, Lillington G. Pulmonary chondroma,
extra-adrenal paraganglioma, and gastric leiomyosarcoma. Car-
diovasc Surg 1982; 84:377-381.

4. Grace MP, Batist G, Grace WR, Gillooley JR. Aorticopulmonary
paraganglioma and gastric leiomyoblastoma in a young woman.
Am J Med 1981; 70:1288-1292.

5. Knake JE, Gross MD. Extraadrenal paraganglioma, pulmonary
chondroma, and gastric leiomyoblastoma in young females. Am
J Radiol 1979; 132:448-451.

6. Larraza-Hernandez O, Albores-Saavedra J, Benavides G, et al. Mul-
tiple endocrine neoplasia. Am J Clin Pathol 1982; 78:527-532.

7. Tisell L, Angervall L, Dahl I, et al. Recurrent and metastasizing
gastric leiomyoblastoma (epithelioid leiomyosarcoma) associated
with multiple pulmonary chondro-hamartomas. Cancer 1978; 4:
259-265.

8. Carney JA. The triad of gastric epithelioid leimyosarcoma, pul-
monary chondroma, and functioning extra-adrenal paragran-
glioma. Cancer 1979; 43:374-382.

9. Carney JA. The triad of gastric epithelioid leiomyosacroma, pul-
monary chondroma, and functioning extra-adrenal paragan-
glioma: a five-year review. Medicine 1983; 62:159-169.



Vol. 205 « No. 3

10. Walker P, Dvorak AM. Gastrointestinal autonomic nerve (GAN)
tumor. Ultrastructural evidence for a newly recognized entity.
Arch Pathol Lab Med 1986; 110:309-316.

1. Medeiros LT, Wolf BC, Balogh K, Federman M. Adrenal pheo-
chromocytoma: a clinicopathologic review of 60 cases. Hum Pa-
thol 1985; 16:580-589.

12. Caughran M, While TJ III, Gerald B, Gardner G. Computed to-
mography of jugulotympanic paragangliomas. J Comput Assist
Tomogr 1980; 4:194-198.

13. Murphy RA, Pantazis NJ, Arnason BGW, Young M. Secretion of
a nerve growth factor by mouse neuroblastoma cells in culture.
Proc Natl Acad Sci 1975; 72:1895-1898.

14. Kohl NE, Kanda N, Schreck RR, et al. Transposition and ampli-
fication of oncogene-related sequences in human neuroblastomas.
Cell 1983; 35:359-367.

15. Dvorak AM, Osage JE, Monahan RA, Dickerson GR. Crohn’s dis-
ease. Transmission electron microscopic studies. III. Target tis-

—

GAN TUMOR IN CARNEY’S TRIAD

225

sues. Proliferation of and injury to smooth muscle and the au-
tonomic nervous system. Hum Pathol 1980; 11:620-634.

16. Dvorak AM, Silen W. Differentiation between Crohn’s disease and
other inflammatory conditions by electron microscopy. Ann Surg
1985; 201:53-63.

17. Herrera GA, DeMoraes HP, Grizzle WE, Han SG. Malignant small
bowel neoplasm of enteric plexus derivation (plexosarcoma). Dig
Dis Sci 1984; 29:275-284.

18. Vinores SA, Bonain JM, Rubinstein LJ, Maragos PJ. Immunocy-
tochemical demonstration of neuron-specific enolase in neo-
plasms of the C.N.S. and other tissues. Arch Pathol Lab Med
1984; 108:536-540.

19. Facer P, Bishop AE, Lloyd RV, et al. Chromogranin: a newly rec-
ognized marker for endocrine cells of the human gastrointestinal
tract. Gastroenterology 1985; 89:1366-1373.

20. Glenner GG, Grimley PM. Tumors of the Extra-Adrenal Paragan-
glion System. Bethesda: Armed Forces Institute of Pathology,
1974; 49,



