Next-generation Sequencing Reveals Recurrent Somatic
Mutations in Small Cell Neuroendocrine Carcinoma of the
Uterine Cervix
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MATERIALS AND METHODS:

 Case Selection: 10 cases
* Immunohistochemistry :P16,Syn,CgA,p53

* In Situ Hybridization:

high-risk HPV RNA probe solution (RNAscope, 16, 18,26, 31, 33,
35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 73, 82;) ISHs for HPV
DNA (wide spectrum probe:cocktail of HPV 6, 11, 16, 18, 31, 33, 45)

» Targeted Next-generation Sequencing



TABLE 1. Clinicopathologic Features and Mutational Profile

Size HR-
Case[Age]| Procedure |(em) | |[LVI LN|| SYN CHR P16 HPV P33 Mutations Follow-up
1 45 |Hysterectomy | 6.0 | | Yes No| Piffuse+ Focally+ Diffuse+| HPV I8 Normal Erbb2, ARIDIB, 13mo, alive with
BCL6 metastatic disease
2 60 | Hysterectomy 901 |Yes Yes|Piffuse+ Negatuve Diffuset+ Not Aberrant TP53, c-Myc, 2 mo, alive with
detected®|  (diffuse) NCOA3 metastatic disease
3 29 | Hysterectomy 1.3 ||Yes No|Piffuse+ Focally+ Diffuse+] HPV 18 Normal TP33, BRCAZ, Not available
NOTCHI
- 68 Biopsy NA | INA NA| Diffuse+ Focally+ Diffuse+] HPV 35 Aberrant TP33, PIK3CA, Not available
(null) PTEN, RBI
5 31 |Hysterectomy | 7.5 || No Yes|Diffuse+ Diffuse+ Diffuse+|] HPV 18 Normal BRCAI 4 mo, dead of disease
6 64 |Hysterectomy | 45 ] |Yes No| Piffuse+ Posiivet Diftuse+| HPV IR Normal PIK3CA Not available
7 28 | Hysterectomy 100 | |Yes Yes| Piffuse+ Negauve Diffuse+| HPV IR Normal KRAS 126 mo, alive with
postradiation tumor
8 34 |Hysterectomy | 25| |Yes Yes|Diffuse+ Focally+ Daffuset+ Not Normal none detected 11 mo, dead of disease
detected*®
9 61 |Hysterectomy | 44 ||Yes No|Diffuse+ Positivet Diffuse+ Not Aberrant TP53, PIK3CA 1 mo, dead of discase
detectedl] (diffuse)
10 36 |Hysterectomy | 3.6 ||Yes Yes|Diffuse+ Focally+ Diffuse+] HPV 18 Normal none detected 27mo, dead of discase

*HPV I8 RNA probe and HR-HPV RNA mixed probe solution (covering 18 HR-HPV subtypes) failed to detect HPV (wide spectrum HPV DNA probe also failed to

detect HPV 1n case 2); PCR amphfication for HR-HPV was not successful.
By report (shide not available for review to assess staining distribution).
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RESU LTS Somatic Mutational Profile of SCNEC
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RESULTS: 71P53 Mutations in SCNEC
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RESULTS:

Clinical Outcome of Patients With SCNEC

TABLE 1. Clinicopathologic Features and Mutational Profile

Size HR-
Case Age Procedure (cm) LVI LN SYN CHR P16 HPY P33 Mutations Follow-up
] 45 Hysterectomy 6.0 Yes No Diffuse+ Focally+ Diffuse+ HPV I8 Normal Erbb2, ARIDIB, | 13mo, alive with
BCL6 metastatic disease
2 60 Hysterectomy 9.0  Yes Yes Diffuse+ Negative Diffuse+  Not Aberrant TP33, c-Myc, 2 mo, alive with
detected*  (diffuse) NCOA3 metastatic disease
3 29 Hysterectomy 1.3 Yes No Diffuse+ Focally+ Diffuse+ HPV 18 Normal TP53, BRCA2,  Not available
NOTCHI
| 68 Biopsy NA NA NA Diffuse+ Focally+ Diaffuse+ HPV 35 Aberrant TP33, PIK3CA, Not available
(null) PTEN, RBI
5 31 Hysterectomy 7.5 No Yes Diffuse+ Diffuse+ Diffuse+ HPV I8 Normal BRCAI 4 mo, dead of disease
6 64 Hysterectomy 4.5 Yes No Diffuse+ Posiivet Diffuse+ HPV I8 Normal PTRCA Not available
7 28 Hysterectomy 10,0 Yes Yes Diffuse+ Negative Diffuse+ HPV I8 Normal KRAS 1260, alive with |
postradiation tumor
8 34 Hysterectomy 2.5  Yes Yes Diffuse+ Focally+ Diffuse+  Not Normal [m}ne detected } ITmo, dead of discase
detected®
9 61 Hysterectomy 4.4 Yes No Diffuse+ Posiive? Diffuse+  Not Aberrant [l P53, PIK3(C .‘a] 11 mo, dead of discase
detected]  (diffuse)
10 36 Hysterectomy 3.6  Yes Yes Diffuse+ Focally+ Diffuse+ HPV I8 Normal [nunc dulﬂctnd} 27mo, dead of disease
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DISCUSSION
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DISCUSSION
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SUMMARY

"SFIHISCNECIR EFE N, BIRZMRS, BRI THEXRETT 5
-E.”’:L:L%-/lﬁs

—\\

| [E| AN KT S FHISCNECRHI L E X X EfmfilikiE, k&HET 15
SATT 75 BRGSOk, TS 2 AR K E R e FE5 /D S

53
]I|l> H

5

R ZRMFEFERN 71045 5 HMAYSCNEC, &I T —LeH
RS, M4 S FiSCNECRYATTiRfit T —Lehag B g ,

PIK3CA—= mTORZAKTH]HI5
KRAS—=— MEKH]I5I 5]
BRCAZEZE=PARPH[IFHI




Thank You!




