LOW-GRADE NEUROENDOCRINE TUMOUR OF THE CERVIX:

REPORT OF 2 CASES OF AN EXTREMELY UNUSUAL NEOPLASM
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INTRODUCTION

The neuroendocrine neoplasms (NENs) of female genital tract account for <2% of
gynaecological neoplasms.t! Of these uterine cervix NENs are uncommon with almost all
representing neuroendocrine carcinomas (NECs), either small cell or large cell type. Low-
grade neuroendocrine tumours (NETs) are vanishingly rare with few reports in the recent
literature.t* We present 2 cases of primary cervical NET with unusual features.

CASE HISTORY

53 years
Postmenopausal bleeding for 6 Cervical smear: ?Glandular
months, cervical polyp on ultrasound neoplasia of endocervical type,
scan friable tumour in cervix

=leJ A eSS | ow grade NET

Scan findings CT, MRI, PET and octreotide scans:
No primary tumour elsewhere

Clinical
presentation

High grade (small cell) NEC
Bilateral pelvic avid lymph nodes

Management Radical hysterectomy with pelvic
lymphadenectomy followed by
chemoradiotherapy

Primary cervical well differentiated  Residual tumour with features of
(Grade 2) NET with lymph node a NET (Ki67 1.3%). FIGO stage

metastasis. FIGO stage [IIC1 IHIC1

Follow up Remains disease free after 2 years

Unusual feature Low grade NET, lymphovascular
Invasion, lymph node metastasis

Radical chemoradiotherapy
followed by salvage
hysterectomy

Final diagnosis on
hysterectomy

Remains disease free after 2
years

“maturation” phenomenon
secondary to chemotherapy, from
high grade NEC to low grade
NET

High risk HPV 18 and 51
detected on biopsy and resection

Molecular tests No HPV detected

HISTOPATHOLOGY

Case 1

Biopsy- Low grade neuroendocrine tumour with sparse mitotic figures and no necrosis
seen. Tumour cells diffusely positive for chromogranin, synaptophysin and CD56. Ki67
proliferation index 9-10%.

P16 was negative and no HPV was detected on molecular tests.

Resection specimen- No tumour was seen on macroscopic examination. Histology showed
a 17.4 mm cervical low grade NET with sparse mitosis (1 per 10/ HPF) and no necrosis.
Immunohistochemical profile was similar to that seen on biopsy. There was extensive
lymphovascular involvement with single metastatic lymph node. FIGO stage IlIC1.

Case 2

Biopsy- High grade (small cell) neuroendocrine carcinoma with small foci of necrosis and
high mitotic activity. Tumour cells diffusely positive for chromogranin, synaptophysin,CD56,
TTF1 and diffuse block type with p16. Ki67 proliferation index was more than 90%.

Resection specimen- Macroscopic examination of cervix showed no tumour. Microscopy
revealed a 33 mm residual NET with low grade nuclear features, only scattered mitotic
figures (1/ 10 HPF), no necrosis and lymphovascular invasion. Immunohistochemical profile
similar to that seen on biopsy. Ki67 proliferation index 1.3%. pl6 exhibited block-type
Immunoreactivity and molecular tests revealed high risk HPV 18 and 51 on biopsy and
resection.

FIGO stage IlIC1 (involved bilateral pelvic lymph nodes on PET scan).

Pallavi Vijay Borkar!, Shatrughan Sah', Catherine Wight', Paul Kelly?, W Glenn McCluggage?
'Department of Histopathology, University Hospitals Coventry & Warwickshire NHS Trust, Coventry, UK
°Department of Pathology, Belfast Health and Social Care Trust, Belfast, UK

SN A e I 1 TS N A ) V- S .
> % s ] = ‘ : - < - \'!' { 1 NASCV g 3 o WAL @ B 14 Z / T P
R R P o ) 4 S Vo ) % et s < > ol - 74 .
- 3 - i - A s 9 Y o N 7 LN 47 U744 »,.x.,' g
Rt ¥ A SIE 7 # A L AN D s 15 e X LT el
-\ SR | v'/"_)j P ol ',' B s M) ¢ L J \ > > y ‘:"tl R E
R Ve T N st Y8 > ! bl S IS OM T = P E o8 e :
C IR = - ] \: S et S 0, 7o Vs 4 < ~
S ROAL Yoo A TN B Al 3 ) y g 9
= fod S bt 3 9 o - " I ood \ val O NG .
| EY g o I N e 3 B 3 : a 3 ot
= Yot ¥ . i N v . YA Y ¥ ’ 3 ., 49 Y P LR &2 ’
! 0 ! :
N ; Py

NHS

University Hospitals

Coventry and Warwickshire
NHS Trust

Ty 5 80 2 a S T BTAER 2 i Y 50 SRR G C

e . g 2 . 042 e ® £°6 S St A L ¢ y o3 st P TRa ey o

7 o oy > ¢ LAY . o | o % & ’ @ I h . Qe | O AP gy

S L g = » 7 ; < S - ¥ A 4 VT ¢ 2 - ) I L X ! . 75

- \ o< )W" - « & t X ) - - -‘ 5 } ~ - % A ",: . o ¢ p o . 3 3 A - s ~
B 7 - % - St S W PG ae e 7 J . FLEE 7 O Pl T M 8 B I
Vs i | -~ > o BDE » . X L% y / : | e ) Rt ‘ &

}.

Figure 1 (Case 1): Biopsy- (A) solid nests of bland epithelioid & spindle cells within stroma. (B) with pseudoresettes.
(C) Ki67 index 9-10%. (D) negative p16 staining. (E) Resection specimen- lymphovascular invasion. (F) a lymph
node with small focus of metastatic tumour, positive staining with synaptophysin (inset).
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Figure 2 (Case 2): Biopsy- (A) monotonous population of cells with high nuclear grade and high mitotic activity. (B)
Ki67 index >90%. (C) diffuse block type p1l6 immunoreactivity. Resection specimen- (D) bland spindle cells with low
nuclear grade. (E) Ki67 index 1.3%. (F) diffuse block type pl16 positivity.

DISCUSSION

Neuroendocrine neoplasm (NEN) 2018 WHO proposed classification®

Site Category Family Type Grade Prior
terminology
Uterus (corpus Neuroendoc Neuroendocrine Uterine Gl Carcinoid
and cervix) rine tumor neuroendocrine G2 Atypical
neoplasm  (NET) tumor carcinoid
(NEN) (NET) G3 Atypical
carcinoid
Neuroendocrine NEC, small cell- Small cell
carcinoma type carcinoma
(NEC) NEC, large cell- Large cell NE
type carcinoma

Diagnosis of neuroendocrine neoplasm on histopathology Is relatively straightforward with
Immunohistochemistry. At the same time, it is particularly important to classify them accurately.
Uterine cervix NEC usually have aggressive clinical course and managed accordingly with
combined approach of surgery and chemoradiation. Clinical outcomes of NET In cervix is
unpredictable with limited data available in literature.t* % Our first case even though was low
grade NET behaved in aggressive manner with lymph node metastasis. A combination of NET
and NEC is extremely rare at all sites since they are thought to have a different pathogenesis.
We speculate that in the second case, the NET developed out of the NEC as a "maturation”
phenomenon secondary to chemotherapy rather that this representing a combined tumour.
This is highly unusual and has not been reported in literature yet.

CONCLUSION

These cases highlight importance of identifying neuroendocrine neoplasm accurately and a
multimodality treatment approach for better patient outcomes. And actively seek specialist
pathologist opinion in cases with unusual features.
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