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CARCINOMA ADENOIDE QUISTICO




WHO histological classification of tumours of the lung

Malignant epithalial tumours Mesanchymal tumours
Sguamous cell carcinoma BO7013 Epithelicid haemangioendothelioma 9133
Papillary B052/3 Angiosarcoma 9120/3
Clear call 508473 Pleuropulmenary blastoma B973/3
Small cell B33 Chondroma 822000
Basaloid B0813 Conganial peribronchial myofibrobiastic tumour EE2IN
Diffuse pulmenary lymphangiomatosis
Small cell carcinoma BM13 Inflammatery myofibroblastic tumour EBZSM
Combined small call carcinoma B04573 Lymphangioteiomyomatosis 14N
Synovial sarcoma 504073
Adenocarcinoma E140/3 Monophasic 804173
Adenocarcinoma, mixed subtypa B2553 Biphasic 904373
ﬁ:;?f;;n: ;2;1;2?;:,,5 E;:gf,j §ﬂ:ﬂ:§§ Ezgnr:':rifﬁ:a :ggﬁ @ World Health Organization Classification of Tumours
Bronchioioalveolar carcinoma B250/3
Nonmucinous E252/3 Benign epithelial tumours
Mucinous 62533 Papillomas %
Mixed nonmucinous and mucinous or indeterminate E25473 Squamous cell papilloma BO52/0 (@)
Solid adenocarcinoma with mucin production E23073 Exophytic BOSZ/ (9]
Fetal adenocarcinoma 833373 Inverted 605370 ﬁ
Mucinous {"colloid”} carcinoma B480/3 Glandular papilloma B260/0 @ Pathologv & Genetics
Mucinous cystadenocarcinoma B47073 Mixed squamous cell and glandular papilloma B560/0 g'
Signet ring adenocarcinoma E480/3 Adenomas =
Clear cell edenocarcinoma E310/3 Abvealar adenoma B251/0 S Tumours of the Lung’ Plgura’
Papillary adenoma E260/0 E‘
Larga call carcinoma Adenomas of the salivary gland type | Thymus and Heart
Large cell nevroandocrine carcinoma Mucous gland adenoma E140/0 E
Combinad large cell neuroendocrine carcinoma E013/3 Pleomorphic adenoma £240/0 @ Edhted by Willam D, Travis, Ellzabeih Brambilla
Basaloid carcinoma 1233 Othars =3 H. Konrad Milller-Hermelink and Curtis C. Harris
Lymphoepithelioma-like carcinoma 808273 Mucinous cystadanoma E4TO/D =
Clear cell carcinoma B310/3 ®
Large cell carcinoma with rhabdoid phanotype ED1473 Lymphoproliferative tumours r,,:"
Marginal zona B-cell lymphoma of the MALT type 9699/2 3
Adenosquamous carcinoma B550/3 Diffuse large B-cell lymphoma 96603 "U
Lymphomatoid g lomatosis o766/ o
Sarcomatoid carcinoma 503373 Langerhans cell histiocytosis g751/1 ﬁ
Pleamorphic carcinoma B02273 -
Spindle cell carcinoma B0323 Miscallaneous tumours 5'
Gient call carcinoma 60313 Harmatoma §
Carcinosarcoma BIB0 Sclerosing hemangioma EB3Z0 =
Pulmonary blastoma BI7273 Clear cell fumour EOOSD o
Germ cell tumours a
Carcinoid tumour E2407 Teratoma, mature S0E0/0 T
Typical carcinoid B240/3 Immatura S060/3 3
ical carcinoid E24% ver garm call tumours =1
Intrapulmonary thymoma BSE0V1
Selivary gland tumours Melanoma ET203 ARG
Mucoopidermoid carcinoma
Adenoid cystic carcinoma Metastatic tumours

Epithelial-myoepithelial carcinoma

Prainvasive lasions
Squamous carcinoma &7 sdy BOTO2
Atypical adenomatous hyperplasia
Diffuse idiopathic pulmonary neuroendocrine cell hyperplasia

' Marphology code of the International Classification of Diseases for Oncology (ICO-0) (B} and the Systematized Momenclsture of Medicine (hitp.//snomed.arg),
Behaviour is coded /1 for banign tumours, (3 for malignant tumaowrs, and 1 for bordeding or uncertzin behaviour.




DEFINICION

“Tumor maligno epitelial, derivado de glandulas salivares o de

glandulas similares de otras localizaciones compuesto por
células modificadas mioepiteliales (adluminales) y ductales
(luminales)”.

Se diferencia de otros carcinomas de tipo glandula salival por
Sus caracteristicas citomorfologicas y por su patron de
crecimiento formando estructuras cribiformes, tubulares o

solidas




INMUNOHISTOQUIMICA

 Positividad para CK7, CK14, CK17, CK19.

 Positividad variable para vimentina, actina muscular
especifica y miosina.

» Expresion debil de GFAP y presencia de ceélulas S100 +.

e Sirve para poner de manifiesto la presencia de una

poblacidon celular dual:

- Celulas adluminales: p63, actina musculo liso, calponina.

- Células luminales: CEA, EMA.






MATERIAL EXTRACELULAR

 El termino adenoide-quistico se adopto por la tendencia a la

formacidon de espacios “pseudoglandulares” del tumor.
» EStos espacios no representan diferenciacion glandular y
contienen material acelular basofilo o hialinizado que

representa membrana basal.

- Material basofilo: Azul-Alcian + sensible a heparitinasa

y condrotinasa y resistente a hialuronidasa.

- Material hialinizado*: PAS +, Colageno IV +, Laminina +

“Cheng J, Saku T et al. Basement membranes in Adenoid Cystic Carcinoma. Cancer 1992;69:2631-40.
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La lesion extirpada al paciente en
la fosa nasal era también un

CARCINOMA ADENOIDE QUISTICQ



METASTASIS (1)

* El carcinoma adenoide quistico de glandula salivar y de
senos nasales produce metastasis a distancia (25-50%).

* Las metastasis en ganglios linfaticos loco-regionales son
Infrecuentes.

El pulmén es organo mas frecuentemente afectado*,
seguido por el hueso.

* Las metastasis pulmonares se descubren mas tardiamente

que en otros c’)rganos.

" Spiro RH. Distant metastasis in adenoid cystic carcinoma of salivatory origin. Am J Surg
1992;164:623-628.



DISTANT METASTASES OF ADENOID CYSTIC
CARCINOMA OF THE SALIVARY GLANDS AND
THE VALUE OF DIAGNOSTIC EXAMINATIONS
DURING FOLLOW-UP

Jacqueline E. van der Wal, DDS, MD, PhD,! Alfred G. Becking, DDS, MD, PhD,’
Gordon B. Snow, MD, PhD,? Isaac van der Waal, DDS, PhD'

Head & Neck 2002

Table 2. Uistribution of distant metastases of 51 patients with an adenoid cystic carcinoma ot the salivary glands according to
localization and treatment.
5 SR S1R1C
L E L+E L E L+E L E L+E Total
Parotid gland (n = 8) 1 1 2
Submandibular gland (n = 2) 2 2
Intraoral glands (n — 30) 4 5 1 5 15
Maxillary sinus (n — 8) 1 4 5
Nasal cavity (n — 5) 1 2 1 4
Total 4 1 8 4 10 1 28
Abbreviations: C = chemotherapy; £ = mefasiases eisewhere in the body; [ = melastases in the fungs; H = radiotherapy: & = surgery.

Table 4. Distribution of distant metastases of adenoid cystic carcinoma of the salivary gland according to localization of the
primary tumor.”

Localization Lung Cerebrum Bone Liver Thyroid Spleen
Parotid gland (n = 8) 2 — 1 1 1 —
Submandibular gland (n = 2) — 1 1 — — —
Intraoral glands (n = 30) 14 5 1 — — —
Maxillary sinus (n = 6) 4 2 5 — —
Nasal cavity (n = 5) 3 1 — — — 1

*In some patients distant metastases occurred at different sites, which increases the fotal number of melastases.




METASTASIS (2)

e Las metastasis pulmonares tipicamente son de crecimiento
lento e indolente.

» Se han descrito metastasis tardias por este tumor hasta 24
afos despues de la exéresis de la lesion primaria*

« Las metastasis extrapulmonares confieren peor prongstico.

* No existe un tratamiento que haya demostrado efectividad

para la enfermedad diseminada.

* Aguiar-Quevedo K, Ceron-Navarro J, et al. Delayed lung metastasis secondary to salivary gland
cancer. Clinical observations and clinicopathological considerations. J Cir Esp 2010.



CITOGENETICA Y BIOLOGIA MOLECULAR

* 30% de los casos translocaciones de 9p13-23.

¢ 1(6;9)(g21-24;p13-23) la mas frecuente.

* Deleciones e hipermetilaciones en p16INK4a.

» Pérdidas alélicas en 1p, 2p, 6q, 12q, 17p, 199, 20p.

e LOH 6023-25.

e Sobreexpresion de Sox4, AP-2a, AP-2y, NGFI-a bp 1.

» Sobreexpresion de p53 infrecuente (factor de riesgo de
recurrencia y progresion).

* Mutaciones mitocondriales (complejo NADH, D- loop)*

*Mithani SK, et al. Mitochondrial mutations in adenoid cystic carcinoma of the salivary glands. Plos
One 2009;4:8493.



MOLECULAR BIOLOGY OF ADENOID CYSTIC CARCINOMA

Jia Liu, MHS," Chunbo Shao, PhD,? Marietta L. Tan, MD,? David Mu, MS,*
Robert L. Ferris, MD, PhD,* Patrick K. Ha, MD*®

! University of Pittsburgh School of Medicine, Pittsburgh, Pennsylvania
2 Johns Hopkins Department of Otolaryngology, Baltimore, Maryland. E-mail: phal@jhmi.edu
3 Johns Hopkins School of Medicine, Baltimore, Maryland

4 University of Pittsburgh Medical Center, Department of Otolaryngology, Pittsburgh, Pennsylvania

5 Milton J Dance Jr. Head and Neck Center at the Greater Baltimore Medical Center, Baltimore, Maryland

Head & Neck 2011

Table 2. Oncogenes involved in ACC pathogenesis.

BDNF and NGF

Signaling molecules Wnt/B-catenin

Neutrophins; promate survival, differentiation,
and function of neurons®’

Activates genes important for growth and
proliferation®**

Type Protein Normal function Role in ACC
Developmental Sox4 Proper development of the cardiac outflow Cell survival, proliferation, and apo[:)tosi132‘q
proteins tract, pro-B-lymphocyte differentiation, and Possibly plays role in metastasis®
CNS development?223
c-kit Binds stem cell factor and promotes cell Expression correlates with tumor grac[e29
growth and differentiation®®
Hematopoiesis, spermatogenesis, and Acts with Slug to control cell rnigrationSO
growth and migration of melanocytes®"2® Associated with advanced stage, perineural
invasion, local regional recurrence and
metastases®’
MYB Various,; cell cycle regulation Fusion MYB-NFIB transcripts causes MYB
guerexpression® €19
Growth factors EGF/EGFR Various; cell proliferation and survival Cell survival, proliferation, oncogenesis,
metastasis® >
EGIT SXpression correlaies win tumor grade
but not patient prognosis®®
VEGF/VEGFR Angiogenesis®®®7 Increases microvessel density>®3°

Prognosticator of survival®®4°

Facilitating perineural invasion®!*?

Reduced membranous expression of
B-catenin associated with metastasis*®

Expression of Galectin-3, a regulator of Wntf
p-catenin, *® is associated with metastases
and a more aggressive tumor
Dhenotypede'“?

Abbreviations: ACC, adenoid cystic carcinoma; CNS, central nervous system; EGF, epidermal growth factor; EGFR, epidermal growth factor receptor; VEGF, vascular endothelial
growth factor; VEGFR, vascular endothelial growth factor receptor; BDNF, brain-derived neurotrophic factor; NGF, nerve growth factor.




MUTACIONES EN EGFR

CTATCALGG AATTALAGAGALGCALACAT CTCCGLALAG

e Existe terapia bioldgica para carcinomas
pulmonares con mutaciones de EGFR
(Erlotinib®).

» No existen datos soélidos sobre la eficacia de

Wild type Ex19

estos tratamientos en M1 de carcinomas

TGEGECTGE CCALALC

adenoides quisticos de origen extrapulmonar*

« Ante la duda de un tumor primario Vs

metastasico se solicitd estudio de mutaciones

en EGFR.

 No se detectaron mutaciones en este caso. Wild type L858

" Dahse R, Driemel O, Schwarz S, et sl. KRAS status and epidermal growth factor receptor
expression as determinants for anti-EGFR therapies in salivary gland carcinomas. Oral Oncology
2009;45:826-826
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CONCLUSIONES

v

La citologia permite el diagndstico de variantes
Infrecuentes de carcinomas pulmonares

El estroma es también importante para clasificar
tumores

El carcinoma adenoide quistico puede producir

metastasis tardias
La correlacion clinico-patoldgica y la historia clinica

es esencial para obtener un buen diagndstico
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