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SL-28 CASE 2



SL-28 CASE 2
 Female, 44-years-old 

 Two months history of a 
paravertebral mass in right lumbar 
region (13x6 cm, deep-seated)

 Several lung nodules





Differential diagnosis:

• Ewing sarcoma

• High grade myxoid liposarcoma

• Other round cell “Ewing-like” sarcoma

• Extraskeletal myxoid chondrosarcoma

• Myoepithelioma



Immunohistochemistry:

 CD99: +/-

 ALK: –

 CK AE1/AE3: -

 EMA: -

 S100: -

 GFAP: -

Molecular analysis:

 Real-Time RT-PCR: Neg t (12;16) 

TLS(FUS)-DDIT3(CHOP) tipo 1 e tipo2, 

Neg t (12;22) EWS-DDIT3(CHOP) 

tipo1, Neg t (9;22) EWS-NR4A3 (CHN) 

tipo1, Neg t (9;17) TAF2N-NR4A3 

(CHN), Neg t (9;15) TCF12-

NR4A3(CHN), Pos CIC-DUX4

 FISH: Neg LSIDDIT3(CHOP) (12q13), 

Neg LSI-NR4A3 (9q22.33), Neg LSI-

EWSR1 (22q12), Pos CIC (19q13.2)





 Diagnosis: CIC-DUX4 fusion-positive round-cell 
sarcoma

 Treatment: Neoadjuvant CT, wide excision (necrosis: 
75%), adjuvant CT (complete lung response)

 Outcome: Local recurrence (10 months) treated with 
wide sugery and adjuvant RT (42 Gy); NED after 30 
months F.U.





Undifferentiated
round cell sarcomas 

(“Ewing-like” sarcomas)



Ewing sarcoma CIC-DUX4 sarcoma

BCOR-CCNB3 sarcoma Undifferentiated round cell sarcoma



• mean age: 32 yrs

• slight male predominance

• half & half trunk and extremities
• 86% soft tissue, 11% visceral 

sites, 3% bone

• frequent lung mets at 
presentation

• morphologically different 
from ES

• IHC: CD99 +/- ; WT1 + (N 
and C terminus); CK CAM 
5.2 +/- ; ETV4 +

• OS 5 yr: 43% (ES: 77%)





ROUND CELL SARCOMAS (1594 cases, 1982-2017)
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(*) Chromosomal rearrangement - Fusion gene
t (11,22)(q24;q12)         EWSR1-FLI1
t (21;22)(q22;q12) EWSR1-ERG
t (2;16)(q35;p11) FUS-FEV
t (16;21)(q11;p22) FUS-ERG



CIC-DUX4 (19 cases)
Age Sex Site B/S Stage

44 F right ileum BONE localized

23 M left iliac region STS lung mets

32 M left foot STS lung mets

40 F trunk STS lung mets

34 F left leg STS lung mets

15 F right shoulder STS lung mets

33 M left thigh STS lung mets

26 F trunk STS UK

19 F thigh STS UK

25 F left leg STS lung mets

25 M foot STS UK

48 F breast STS UK

44 F right lumbar region STS lung mets

33 F right arm (*) STS localized

34 F neck STS lung mets

20 F right elbow STS localized

53 M right elbow STS lung mets

25 F thigh STS lung mets

32 F trunk STS localized

• mean age: 32 (range: 15-53)
• median age: 32 (range: 15-53)
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DIFFERENTLY FROM EWING:

• site (soft tissues)
• age (3rd decade)
• morphology and IHC
• genetic
• sometimes responsive to ES CT-regimens 
(RECIST) but when included in clinical 
protocols designed for ES, it seems justified to 
evaluate these patients separately





• CIC(19q13.2) rearrangement 3 cases                       
– CIC-LEUTX         
– lack vasoformation, epithelioid phenotype 
– strong CD31 and ERG expression

• Same signature of CIC-fusion positive SBRCT



Is the tumor best classified as falling within the NUT 
carcinoma spectrum rather than CIC-associated 
sarcoma?



Le Loarer F, Pissaloux D, Coindre JM, Tirode F, Vince DR. Update on Families of Round Cell Sarcomas Other than Classical Ewing 
Sarcomas. Surg Pathol Clin. 10(3):587-620, 2017



• Round cell sarcomas that lack the translocations of Ewing 

sarcoma show clinical, histological and genetic features 

different from Ewing sarcoma

• They can be classified according to the characteristic genetic 

alterations (i.e.: CIC-rearranged, BCOR-rearranged)

• NGS techniques identify new entities 

• Their exact prognosis and the best chemotherapeutic 

approach are unknown (muticentric studies are necessary) 

CONCLUSIONS
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