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BSOMP Annual Slide Seminar – Oxford, 2003

	Theme: Non-odontogenic lesions of the craniofacial bones



	Panel members: Dr E Odell (Chair), Prof J Soames and Dr A Flanagan


	Submitting Centre
	Case No.
	Panel Diagnosis

	Dorevitch No 1
	94-80576 and 98-795   
	Cemento-ossifying fibroma, conventional type- but with recurrence

	Dorevitch No 2
	96-2202 and 02-1606  
	Multiple cemento-ossifying fibromas 

HPRT2 syndrome or sporadic?

	Utrecht
	99-14115
	Fibrous dysplasia

	Groningen 
	02-13499
	Cemento-ossifying fibroma, psammomatoid variant

	Belfast 
	227-38
	Langerhans cell histocytosis

	Newcastle 
	27522-02
	Intraosseous dermoid cyst with Langerhans cell histiocytosis, (inflammatory-associated type)

	Manchester 
	01-881  a3
	Phosphaturic mesenchymal tumour, mixed connective tissue type

	Leeds
	727-91  
	Renal osteodystrophy

	Leeds
	596-94
	Chondroblastoma

	Dublin
	18143-97
	Osteosarcoma

	London
	11002/02
	Chondrosarcoma, grade 2

	GKT 
	1196/02
	Ewings sarcoma (? Metastasis)

	Royal London/Barts 
	1656/00
	Mesenchymal chondrosarcoma

	Oslo
	487-74
	Cherubism

	GKT 
	2552/02
	Giant cell (reparative) granuloma of the larynx

	
	
	

	
	
	

	
	
	

	
	
	


See Below for detailed breakdown of information provided by panel

Oxford Slide Cases 2003

Case 1

Female aged 17 (at first presentation), radiolucency R body mandible  Previous PTH adenoma.  Patient is sister of Case 2

94-80576 and 98-795   Dorevitch Pathology

Second slide 98-795 Dorevitch Pathology

Female now aged 21 yrs, radiolucency same site

Members’ responses:

· Cemento-ossifying fibroma


3

· Periapical cemento-osseous dysplasia
1

· Florid fibrous dysplasia/osteosarcoma lg
1

Panel diagnosis:

Cemento-ossifying fibroma, conventional type- but with recurrence

Can recurrence be predicted?

· Rates in literature range 0-28%

· 28% from Eversole – 5 ex 23 of 64 included 3 incompletely removed and included psammomatoid lesions

· No features identified – one very large, one perivascular hyalinisation

· Waldron

· 43 cases, 3 recurred

· 2 resected for worrying cellularity, prominent osteoblast rimming, similar to osteoblastoma

· Some blended with surrounding bone 2mm

· Hamner

· 249 BFO of periodontal membrane origin

· Included FCOD, osteoid and psammomatoid lesions, desmoplastic fibroma

· Closest match “does not tend to recur”

Current literature

· Occasional recurrence of conventional lesion, 2 convincing case reports to mid 80s

· Maxilla

· Poor use of excision/curettage/enucleation

Host’s diagnosis:- Autosomal dominant hyperparathyroidism- jaw tumour syndrome

Case no 2

96-2202 and 02-1606  Dorevitch Pathology

96-2202   First lesion Male 24  [Sister of case 2]

Radiolucency right body of mandible

02-1606   Second lesion
Male now aged 28 

Radiolucency left body of mandible

Explanations for a case of multiple cemento-ossifying fibromas

· Sporadic cases

· Familial cases

· Multiple lesions alone

· Hyperparathyroidism jaw- tumour syndrome

Familial forms of cemento-ossifying fibroma

· mostly autosomal dominant inheritance

· often develop multiple lesions 

“Hyperparathyroidism jaw tumour syndrome”  HRPT2  OMIM #145001

Autosomal dominant

Tumour suppressor gene on 1q25-31, 17 ex

Encodes parafibromin

13+ germline inactivating mutations known

3 somatic inactivating mutations detected in lesions

 parafibromin mutations carry a higher risk of malignancy than MEN1 and isolated FHPT 

parathyroid  adenomas, minority carcinoma, frequently cystic

HPT may arise in late adult life

Cemento-ossifying fibromas can arise without hyperparathyroidism

· enlarge independently of hypercalcaemia and PTH

· Are histologically typical

· jaw lesions may arise in late adult life

Remote features

   Wilm’s tumour, renal hamartomas, polycystic kidney, renal cortical adenoma, papillary renal carcinoma, pancreatic adenocarcinoma, uterine polyps, testicular mixed germ cell tumour, Hürthle cell adenoma……

Familial hyperparathyroidism and cemento-ossifying fibroma 

· brown tumour maxilla 1969 age 23

· 4 adenomas over 8 years

· total parathyroidectomy and graft

· HPT cured

· mandibular COF 1983

· brother HPT diagnosed 1976

· normocalcaemic since then

· mandibular COF diagnosed in 1983  

Members’ responses:

Cemento-ossifying fibroma



3

Periapical cemento-osseous dysplasia

1

Florid fibrous dysplasia/osteosarcoma lg
1

Panel diagnosis:

· Multiple cemento-ossifying fibromas

· HPRT2 syndrome or sporadic?

· Any other lesions in patient or family

· If not, they and patient should be screened

· Is this patient related to case 1?

Case no 3

99-14115

87 F 

Members’ responses:

· Fibrous dysplasia



2

· Low grade central osteosarcoma
1

· Cemento-ossifying fibroma

2

Panel diagnosis:

· Fibrous dysplasia

Case no 4

Groningen 02-13499

Male aged 14 years, swelling of frontal bone for 10 years, increasing in size for 9 months.  

CT shows circumscribed mass in frontal sinus, soft tissue with central dense osseous part, 

Overall 20x 35x40mm

Members’ responses:

· Ossifying fibroma ? Juvenile active

2

· Cemento-ossifying fibroma


3

Panel diagnosis:

· cemento-ossifying fibroma, psammomatoid variant

· Juvenile (active) ossifying fibroma (USA)

· psammous desmal osteoblastoma (Makek)

References

· Wenig, B.M. et al. Aggressive psammomatoid ossifying fibromas of the sinonasal region. Cancer. 76, 1155-65, 1995.

· El Mofty, S.  Psammomatoid and trabecular juvenile ossifying fibroma of the craniofacial skeleton: two distinct clinicopathological entities. OSOMOP (etc) 93, 296-304, 2002 

· Sawyer, J.R. et al Nonrandom chromosome breakpoints at Xq26 and  2q33 characterize cemento-ossifying fibromas of the orbit.  Cancer, 76, 1853-59, 1995. 

Case no 5

Belfast 227-38

Female aged 17 years.  Swelling of forehead for 6 weeks, no response to antibiotics, cavity filled with pus on exploration, frontal sinus obliterated, curettage

Members’ responses:

· Eosinophilic granuloma / LCH

3

· Inflammatory, rule out LCH

1

· Osteomyelitis/chronic sinusitis

1

Panel diagnosis:

· Langerhans cell histocytosis

· ? Multiple lesions in view of patient’s age 

Further information?

· ? Multiple lesions in view of patient’s age – possible chronic multifocal form

References

Willman C.L. et al.  Langerhans’-cell histiocytosis (histiocytosis x) – a clonal proliferative disease.  N. Engl. J. Med., 331, 154-60, 1994.

Annels, N.E. et al.  Aberrant chemokine receptor expression and chemokine production by Langerhans cells underlies the pathogenesis of Langerhans cell histiocytosis. 

   J. Exp. Med. 197, 1385-90, 2003

Case no 6

Newcastle 27522-02

Male aged 18 years, radiolucency 35-38 (LL 5-8)  on panoramic tomograph

Members’ responses:

· Dermoid cyst and eosinophilic granuloma/LCH   2

· Dermoid cyst no LCH




  1

· Eosinophilic granuloma

Panel Diagnosis:

· Intraosseous dermoid cyst with Langerhans cell histiocytosis, (inflammatory-associated type)

References

· Pringle, G.A. et al. Langerhans’ cell histiocytosis in association with periapical granulomas and cysts. OSOMOP, 74, 186-92, 1992 

· Komiyama et al. Uncommon dermoid cyst presented in the mandible possibly originating from embryonic epithelial remnants. J.Oral Pathol Med, 31,  184-7, 2002 

Case no 7

727-91  Leeds

F18

Bony swelling over maxilla.

Patient in chronic renal failure and on haemodialysis, severe anaemia

Members’ responses:

· Renal osteodystrophy



2

· Hyperparathyroidism



1

· Fibro-osseous lesion ? HITT syndrome
1

· Giant cell tumour/brown tumour

1

Panel diagnosis:

· Essential to look to serum Ca++ and PTH levels

· Radiology – other sites in body

· Renal osteodystrophy

Case no 8

Manchester 01-881  a3

Female aged 38, ? Periapical lesion/radiolucent lesion upper 4.  Malaise, waddling gait, difficulty rising from chair, 7 weeks pregnant, osteomalacia. 

( Alk Phos and PTH, low Ca & PO4

Members’ responses:

· Unusual osteitis fibrosa cystica  ? Renal glycosuric rickets

1

· Osteosarcoma




2

· Liposarcoma




1

· Phosphaturic mesenchymal tumour
1

Panel diagnosis:

· Phosphaturic mesenchymal tumour, mixed connective tissue type

References

Weidner N. and Santa Cruz D.  Phosphaturic mesenchymal tumours.  Cancer,  59, 1442-1454, 1987

Shimada T. et al. Cloning and characterization of FGF23 as a causative factor of tumour-induced osteomalacia. Proc. Natl. Acad. Sci. USA, 98, 6500-5, 2001

Rowe P.S.N. et al. MEPE, a new gene expressed in bone marrow and tumours causing osteomalacia.  Genomics 67, 54-68, 2000

Case no 9

596-94 Leeds

F59

Deep left parotid mass: ? Pleomorphic adenoma

Members’ responses:

· Chondroblastoma


1

· Tumoral calcinosis


1

· Synovial chondromatosis

1

· Chondrosarcoma


1

· Extraskeletal chondroma

1

Panel diagnosis:

· Chondroblastoma

Case no 10

18143-97 Dublin

M33

Epulis upper left attached gingivae, grossly carious tooth present, increasing in size for 3 months with loosening of teeth

Members’ responses:

· Osteosarcoma



1

· Chondroblastic osteosarc

3

· Chondrosarcoma


1

Panel diagnosis:

· Osteosarcoma

Case no 11

11002/02 London 

M30 

2 month history of firm, sessile swelling buccal sulcus 

UL45.  30 mm

Members’ responses:

· Chondroblastic chondrosarc
1

· Chondrosarcoma


3

· Chondroma/osteochondroma
1

Panel diagnosis:

· Chondrosarcoma, grade 2

Case no 12

GKT 1196/02

Female aged 12, enlargement ramus mandible 5-8 weeks, numb lip

Differential diagnosis

· “Small round-cell malignancy”

· Ewing’s / PNET

· Lymphoma

· Rhabdomyosarcoma

· Small cell osteosarcoma

· Mesenchymal chondrosarcoma

· (Neuroblastoma)

· (small cell carcinoma)

Members’ responses:

Panel diagnosis:

· Ewing’s Sarcoma

· ? metastasis 

Ewing’s / PNET family

90%+ harbour EWS/ETS gene rearrangements 

· 80%+  t (11;22)(q24;q12)   EWS-FLI1 9 breakpoints

· 10%+  t (21;22)(q22;q12)   EWS-ERG

·             t (7:22)(p22:q12)     EWS-ETV1

·             t (17:22)(q12:q12)   EWS-E1AF

·             t (2:22)(p33:q12)     EWS-FEV

Follow-up:  treatment principles

Metastasis screen – lung and bone

Ifosfamide + doxorubicin + GCSF

Radiotherapy primary site + lungs

Surgical excision

Post-op chemo

Relapse – megatherapy with stem cell support

· Bacci G et al.  Acta Oncol 1998  37:671-6

· Wunder JS et al.  J Bone Joint Surg Am 1998  80:1020-33

· Nilbert M et al.  Acta Oncol 1998  37:375-8

· Picci P  J Clin Oncol 1993  11:1763-9

Case no 13

Royal London/Barts 1656/00

Female aged 14 years, 

six months history of swollen cheek, palatal swelling and snoring, mass in antrum and infratemporal fossa on left.  

Members’ responses:

· (Chondroblastic) osteosarcoma


3

· Chondromyxoid fibroma 



1

· Chondromyxoid fibroma ? Sarcoma

1

Immuno profile provided

· S100  +

· GFAP +

· CD99 + diffuse strong membrane stain

· Negative for keratin, EMA, D5, HMB45, HHF35, Desmin, Calponin, Myf-4, synaptophysin

Differential  diagnosis:

· Mesenchymal chondrosarcoma 

· Small cell osteosarcoma, Ewing’s/round cell type

· Other sarcomas with osteosarcoma component

· MPNST

· Teratoma

· Malignant mesenchymoma

· (Ewing’s sarcoma, with osteoid/matrix)

Further information

· Radiographs and imaging

· Did the tissue require decalcification?

· Was the immuno performed on undecalcified blocks?

· SOX 9 immuno

· Alkaline phosphatase

· Reticulin

· Can SCOS harbour t(11;22)(q24;q12)

“… if there is any doubt, it is better to err on the side of making a diagnosis of Ewing’s sarcoma.”

Nakjima et al.  1997  Small cell osteosarcoma of bone. 

Cancer 79:2095-2106   (Mayo series)

Alternative(s)

Primitive (round-cell) sarcoma of bone 

   = polyphenotypic small cell tumour

    = primitive multipotential primary sarcoma of bone

· May have t(11:22) but no transcript

· Ewing’s like, lymphoma/osteoid a reported combination

· + epithelial differentiation

Primitive round cell sarcoma of bone

· Dense collagenous/myxoid matrix ‘insufficient for osteosarcoma’ with no mineralisation

· Sinusoidal/haemangiopericytoma pattern

· Larger cells than Ewing’s

· More pleomorphic, coarser chromatin

· Abundant eosinophilic cytoplasm

· Usually a spindle component

· Translocation positive/ CD99+

Panel diagnoses

· Mesenchymal chondrosarcoma

References

· 10 cases, like Ewing’s but

· High mitotic rate

· Conspicuous eosinophilic cytoplasm

· Nesting and some spindling

· One cartilaginous differentiation

· 2 of 6 with known sites were in maxilla

References 2

Devoe K and Weidner N   2000  Immunohistochemistry of small round-cell tumours.  Semin Diagnostic Pathology  17:216-224

Nakjima et al.  1997  Small cell osteosarcoma of bone.   Cancer 79:2095-2106   (Mayo series)

Case no 14

487-74 Oslo

F16

Bilateral hard bony swelling from the mandibular ramus to the premolare region increasing in size from age 3; impacted 44, 45. Mother, brother and several maternal relatives similarly affected, ill-defined mandibular radiolucency

Members’ responses:

· Cherubism


5

Panel diagnosis:

· Cherubism

· Attempted to extract DNA for sequencing but quality not sufficiently good to generate a PCR product

SH3BP2 – swissprot: locus 3BP2_HUMAN, accession P78314
mapped 1999 – identified June 2001 (Olsen’s team Boston, USA)

Case no 15

GKT 2552/02

Male aged 51 yrs. mass in larynx/thyroid, papillary thyroid carcinoma on FNA

Giant cell rich lesions

· Brown tumour of hyperparathyroidism

· Aneurysmal bone cyst – solid

· Giant cell granuloma 

· Chondroblastoma

· Osteoblastoma / osteoid osteoma

· Giant cell tumour / of Paget’s

· Clear cell chondrosarcoma 

· Giant cell rich osteosarcoma

· Telangiectatic osteosarcoma

· Various other sarcomas

Members’ responses:

· Giant cell tumour / Osteoclastoma
1

· Giant cell tumour / sarcoma

1

· Giant cell rich osteosarcoma

2

· Aggressive fibrous dysplasia

1

Panel diagnosis:

“Giant cell tumour of the larynx”

Reference

   Wieneke JA et al.  2001  Giant cell tumour of the larynx:  A clinico-pathological series of eight cases and a review of the literature.  

   Modern Pathology 14:1209-15

Panel’s preferred diagnosis

Giant cell (reparative) granuloma of the larynx
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