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1

INTRODUCTION

The purpose of this manual is to describe the quality assurance (QA) procedures required for the STATEC
trial. In summary, the QA takes 3 forms:
a. Surgical Specimen Processing and Microscopy, providing guidance to local specialist gynaecological
oncology site pathologists in the assessment of resected hysterectomy and bilateral salpingooophorectomy (BSO) +/- lymphadenectomy/sentinel node specimens as part of routine site
pathological review.
b. Central Pathology QA of a randomly selected 10% of surgical resections from UK patients.
c. Surgical Imaging QA of all Arm 1 patients i.e. the lymphadenectomy arm. Local site surgeons will be
required to obtain photographic images of the surgical site after lymph node dissection. A Surgical
Imaging QA sub-group of the trial management group (TMG) will review these images and provide
site feedback.

1.1

STATEC TRIAL CONTACT DETAILS

All queries should be directed to the STATEC Trial Coordinator as your first point of contact:
STATEC Trial Coordinator
Address:

Cancer Research UK & UCL Cancer Trial Centre
90 Tottenham Court Road
London
W1T 4TJ

Email:
Telephone:
Fax:

ctc.STATEC@ucl.ac.uk
020 7679 9872
020 7679 9871
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2

SURGICAL SPECIMEN PROCESSING AND MICROSCOPY

2.1

PROCEDURE SUMMARY AND LIST OF DATA TO BE COLLECTED ON ALL STATEC PATIENTS

Surgical specimens, taken from the hysterectomy and BSO +/- lymphadenectomy/sentinel lymph node
dissection will require review by a delegated specialist gynaecological oncology pathologist according to the
site’s routine practice. The guidance set out below is provided to assist the specialist gynaecological
oncology pathologist in assessing the excised specimens, and is based upon the Royal College of
Pathologists dataset for histological reporting of endometrial cancer available online at
https://www.rcpath.org/resourceLibrary/g090_endometrialdataset_feb14-pdf.html
Pathological core data: microscopic

-

Tumour type (please also see sections 2.3 and 5)
Tumour grade (please also see sections 2.3 and 7)
Myometrial invasion: None/< 50% or > 50%
Distance to serosal surface
Lymphovascular invasion – no vessels, 1 vessel, 2-4 vessels, or > 5 vessels
Cervical stroma invasion
Vaginal involvement
Uterine serosal involvement
Parametrial involvement
Adnexal involvement
Lymph node involvement
Omental involvement
FIGO stage (please also see sections 2.3 and 6)

Nodes:

-

Number of nodes sampled, including sentinel nodes
Number of nodes involved, including sentinel nodes

Type of metastasis:

a) Single cells or groups < 0.2 mm
Detection by H&E/IHC/both
b) Micrometastasis – size > 0.2 mm but < 2 mm
Site of deposit subcapsular, intraparenchymal, sinusoidal
Detection by H&E/IHC/both
c) Metastasis > 2 mm – reported as macrometastasis.
Site of deposit subcapsular, intraparenchymal, sinusoidal
Detection by H&E/IHC/both
2.2

PROVIDING SPECIMENS TO THE SITE PATHOLOGIST

All specimen request forms must be clearly labelled ‘STATEC TRIAL’.
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2.3

HYSTERECTOMY AND BSO SPECIMEN PROCESSING

a) TRIMMING THE HYSTERECTOMY SPECIMEN
There are several ways of opening the uterus, depending on the preference and experience of the
pathologist. Some prefer to open the uterus in the sagittal plane while others open it coronally along the
lateral borders and between the cornua. Whatever the manner of opening, it should enable accurate
mapping and appropriate sampling of the tumour.
Selection of blocks for histology:
-

Tumour: at least 4 blocks of tumour must be sampled. These blocks should include, in more than
one block or a big block if necessary, the full thickness of the uterine wall and the serosa at the site
of deepest myometrial invasion.

-

At least 1 block of isthmus/lower uterine segment (LUS) should be taken in all cases. Approximately
14% of endometrial carcinomas arise in the LUS/isthmus and these are more frequent in
association with mismatch repair gene abnormalities and hereditary non-polyposis colorectal
cancer syndrome (HNPCC)/Lynch syndrome.

-

In cases with biopsy proven carcinoma, but no visible tumour, cornual blocks must be taken, and
the entire endometrium may need to be blocked depending on the histological findings in the
initial sections.

-

Cornual blocks may also be taken to facilitate evaluation of adnexal involvement.

-

Parametrial tissue should be sampled completely. Generally 1 block on each side will suffice to
completely sample the parametrium.

-

At least 2 longitudinal blocks, each including a lip of the cervix, should be submitted. The entire
length of the cervical canal must be represented. Additional blocks may need to include the vaginal
cuff if present.

-

1 block of each of both ovaries and tubes should submitted if grossly normal.

-

Appropriate numbers of blocks should be taken to sample other abnormalities such as fibroids or
adnexal masses. Apart from the tumour details, the presence of any gross abnormalities in any
anatomical structure should be documented and sampled, if relevant.

-

Omentum: 1 block, taken from an area of obvious tumour, is adequate in cases where
macroscopically visible tumour nodules are present. If the specimen is macroscopically normal, we
recommend that at least 4 blocks be taken.

-

All resected lymph nodes should be sampled. Every lymph node should be examined histologically
in its entirety. Nodes > 5 mm should be bisected or sliced, while those < 5 mm can be processed
intact.

-

Peritoneal biopsies: site of origin, dimensions and appearance should be stated.

-

Representative blocks should be taken from any other tissues submitted.
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b) MICROSCOPY
Tumour type: Endometrial carcinomas should be typed according to the 2014 WHO classification
(please also see section 5)
Tumour grade: The histological FIGO grade has been consistently identified as one of the most important
prognostic factors for women with endometrial carcinoma. The FIGO grading system is a modification of
the grading system devised by the Gynecologic Oncology Group, and is primarily based on the architectural
arrangement of the neoplastic cells which characteristically produce glands. Grade 1 is defined as a glandforming tumour in which < 5% of the neoplastic cells form solid sheets, grade 2 as a tumour in which 6-50%
of the neoplasm forms solid sheets, and grade 3 as a tumour in which > 50% of the neoplasm is formed of
solid sheets of neoplastic cells. The presence of Grade 3 nuclei involving > 50% of tumour justifies
upgrading of tumour by one grade. In tumours showing squamous differentiation, the squamous elements
should be excluded from the architectural assessment. Please also see section 7.
Myometrial invasion: The tumour is FIGO stage IA if myometrial invasion is absent or confined to less than
one half (< 50% myoinvasion). The tumour is stage IB if it invades one half or more of the uterine wall
(> 50% myoinvasion). Please also see section 6.
Distance to serosal surface (mm): The distance from the deepest point of infiltration to the serosal surface
should be measured in mm.
Lymphovascular invasion: Lymphovascular invasion is typically most easily seen at the invasive front of the
tumour, and a perivascular lymphocytic infiltrate, including lymphoid aggregates, should raise the
possibility of vessel involvement. Vascular involvement of multiple vessels is recognised as a prognostic
factor. It is important to note that the presence of lymphovascular invasion, whether within the uterus or
outside it, does not upstage the tumour.
Cervical involvement: Cervical stromal involvement may be difficult to assess. The isthmus and upper
cervical canal need to be sampled adequately.
Uterine serosal involvement: Parametrial involvement, adnexal involvement and omental involvement
should be noted and a FIGO stage should be allocated (please also see section 6).
Non core data: Tumour characteristics such as morphological components of carcinosarcoma, distance of
tumour from cervical or vaginal resection margin, background endometrium, peritoneal cytology (if
submitted), ancillary investigations.

2.4

SENTINEL LYMPH NODE SAMPLING

a) Gross examination
-

All tissue should be processed.

-

Indicate size and number of nodes.

-

Each lymph node > 5 mm in maximum diameter should be bisected or serially sectioned
perpendicular to its long axis at 2-3 mm intervals. The node should be cut from the hilum to
periphery wherever possible.

-

Nodes < 5 mm in maximum diameter should be submitted uncut.

-

Fix tissue in 10% buffered formalin and submit for permanent section and ultrastaging protocol.
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b) Ultrastaging protocol (2 levels each with 1 H&E and 1 unstained)
-

Two additional pairs of sections are cut at levels 50 µm apart, with an extra H&E stained slide and
immunohistochemistry (IHC) using the anti-cytokeratin AE1:AE3.

-

The first section of each level is stained with H&E.

-

The second section of each level is to be stained with keratin cocktail (AE1/AE3) to confirm the
negative histology if H&E stained levels are negative for metastasis or show atypical cells.

c) Number of sentinel lymph nodes, size of metastasis and presence or absence of extracapsular invasion
should be noted
-

Single cells or groups – size < 0.2 mm – report as isolated tumour cells (ITCs). Site of deposit to be
recorded – subcapsular, intraparenchymal, sinusoidal. Detection by H&E/IHC/both.

-

Micrometastasis – size > 0.2 mm but < 2mm – report as micrometastasis. Site of deposit to be
recorded – subcapsular, intraparenchymal, sinusoidal. Detection by H&E/IHC/both.

-

Metastasis > 2 mm – report as macrometastasis. Site of deposit to be recorded – subcapsular,
intraparenchymal, sinusoidal. Detection by H&E/IHC/both.

2.5

NON SENTINEL LYMPH NODE SAMPLING

-

Fix in 10% buffered formalin.

-

Each node bisected or serially sectioned perpendicular to its long axis at 2-3mm intervals and
entirely submitted for permanent section (if LN < 5 mm, leave uncut).

-

One 5 micron thick H&E to be obtained from each block.

-

All palpable lymph nodes to be submitted.

-

Residual fat (possible non-palpable LN) submitted entirely (optional; to the discretion of the
pathologist).

-

Separately identified lymph nodes within fibroadipose tissue should be counted and fragments
thought to represent trim fragments should not be counted.
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3

CENTRAL PATHOLOGICAL QA – UK ONLY

In the UK only there will be retrospective central pathological QA review of a randomly selected 10% of
patients. This 10% subset will include only UK patients who have given informed consent to the optional
translational research, and therefore to the provision of their surgically resected tissue. Please also see the
protocol, section 10 (Translational Research). The QA will be performed by a central pathology specialist.
Sites will be required to provide stained slides and unstained formalin-fixed paraffin-embedded blocks.
Further details will be provided at a later date.
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4

SURGICAL IMAGING QA – ARM 1 ONLY (LYMPHADENECTOMY)

4.1

PROCEDURE SUMMARY

Surgical Imaging QA of patients randomised to the lymphadenectomy arm (Arm 1) will be supervised by a
Surgical Imaging QA sub-group of the trial management group. QA methodology will entail monitoring
photographic images of the final appearance of surgical site after full lymph node dissection. The Surgical
Imaging QA sub-group will include three specialist gynaecological oncology surgeons. One surgeon will
review the images from each operation. If the surgeon is unsure of the scoring and/or quality of the images,
the images will be reviewed by a second surgeon within the Surgical Imaging QA sub-group.
No photographic images are required for Arm 2 (i.e. no lymphadenectomy).
Please note that the informed consent form and patient information sheet explicitly mention that trial
patients randomised to receive lymphadenectomy will have photographic images taken of their operation
site after all procedures are complete.
4.2

TIMELINE FOR UPLOAD OF SURGICAL IMAGES

Upload should ideally occur within 5 working days of surgery. The trial team will chase sites as required.
4.3

SURGICAL IMAGING SITES

A total of 5 photographic images in total must be taken at the end of all surgical procedures, one image for
each of the following:
1.
2.
3.
4.
5.
4.4

L pelvic (LP)
R pelvic (RP)
Pre sacral (PS)
L para aortic (PAL)
R para aortic (PAR)
SURGICAL IMAGING CRITERIA

Sites should follow their local policy for photographic imaging of surgical sites. However, the following trial
specific requirements must be followed, to enable review by the Surgical Imaging QA sub-group
Please take care and time when committing the surgical work to camera.
Images must be:
A) Sufficient quality to enable review so that the QA reviewer can see if the anatomical basins have
been cleared e.g. 1920 x 1080 or approximately 2.0 Megapixels (420k file size)
B) Saved as a .JPEG file
C) Labelled as per point 4.5
D) Uploaded to the trial server database as per point 4.6
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4.5

LABELLING IMAGES

Annotate and/or save each photographic image with the following information:
i)
ii)
4.6
i)

ii)

Patient’s STATEC trial number e.g. STA-0001
Area of photograph e.g. STA-0001-LP
UPLOADING IMAGES TO TRIAL DATABASE SERVER
You need to have been setup with an account, including login details, in order to upload
images. Accounts will be arranged as part of site setup. If additional user access is required
following trial activation, the trial team must be notified on ctc.STATEC@ucl.ac.uk
Open the STATEC Surgical Review website at https://online.ctc.ucl.ac.uk/ and enter your
username and password

iii)

Select Trial Applications

iv)

Select STATEC (Open)

v)

Select Site Surgical Review (see image overleaf)
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vi)

The next page will present you with a list of all the patients randomised to receive
lymphadenectomy at your site. Each row contains a patient trial number, their initials and date
of birth
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vii)

Rows will state No Images Uploaded under Review Status, if upload is required for specific
patients. To upload images for a specific patient, select Update on the far right of the patient’s
row

‘CLICK UPDATE’

viii)

The next page will indicate the 5 photographs which require uploading for the selected patient.
Before uploading these images, it is essential that you check that they all conform to the
requirements outlined in sections 4.3 for imaging site, 4.4 for imaging criteria e.g. file format
and resolution and 4.5 correct labelling
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ix)

The following step should be performed 5 times, once for each image. The screen shot below
shows the left pelvic image as an example. Firstly, click on Browse

Find the pre-labelled file containing the left pelvic image. Select it and then Click open. Wait a
couple of seconds for the image to be uploaded. You will know that upload is successful when
you can see the image on the page
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x)

Once you have uploaded all 5 images according to step vii), you should then provide the Date
of Surgery on which the lymphadenectomy was performed. Simply Click Date of Surgery and
either select the date from the calendar or type in using the format dd/mm/yyyy

xi)

Select ‘Save Details’ to confirm that all images, along with the Date Surgery, have been
provided and are ready for review
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xii)

You will be taken back to the page listing all patients randomised to lymphadenectomy. The
Review Status should have updated to ‘Awaiting Review’. This means that a member of the
Surgical Imaging QA team has been notified by automatic email that images have been
uploaded for the relevant patient.

‘AWAITING REVIEW’

4.7

QA REVIEW OF IMAGING

A member of the Surgical Imaging QA team will access the database server and review the uploaded images
for each patient. QA review of surgical imaging will provide a numerical score. There is also a facility for the
reviewer to provide a free text comment.
It is possible that additional review will be required by another member of the Surgical Imaging QA team.
You will be able to see this within the database server under Review Status, which will read ‘Additional
Review Required’ (see image below)
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‘ADDITIONAL REVIEW REQUIRED’

An email will be automatically generated once the QA reviewer(s) has/have successfully reviewed all 5
photographic images for a particular patient, and the patient will no longer be visible within the database
server the next time you log in. The outcome will be Adequate or Inadequate, and any text comments will
also be provided. If inadequate, this will be due to one of the following reasons:
1. Image of insufficient quality to assess anatomical basins
2. Anatomical basins not clear
The UCL CTC STATEC trial will receive this automatically generated email with the initial Surgical Imaging QA
feedback and will forward on to the site.
If additional feedback is required, the QA reviewer will contact other members of the Surgical Imaging QA
sub-group. This feedback will be provided to site ASAP.
Sites with repeated instances of inadequate clearance at Surgical Imaging QA review may be suspended from
recruitment until the relevant issues are resolved.
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5

WHO CLASSIFICATION OF TUMOURS OF THE UTERINE CORPUS

Epithelial tumours and precursors
Endometrial carcinomas
Endometrioid carcinoma
-

Squamous differentiation
Villoglandular
Secretory

Mucinous carcinoma
Serous endometrial intraepithelial carcinoma
Serous carcinoma
Clear cell carcinoma
Neuroendocrine tumours
-

Low-grade neuroendocrine tumour
o Carcinoid tumour
High-grade neuroendocrine carcinoma
o Small cell neuroendocrine carcinoma
o Large cell neuroendocrine carcinoma

Mixed cell adenocarcinoma
Undifferentiated carcinoma
Dedifferentiated carcinoma
Mixed epithelial and mesenchymal tumours
Carcinosarcoma
Taken from WHO Classification of Tumours of Female Reproductive Organs. Classification of Tumours,
Kurman, R.J., Carcangiu, M.L., Herrington, C.S., Young, R.H. WHO, IARC, Lyon 2014
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6

FIGO STAGING FOR ENDOMETRIAL CANCER, 2009
FIGO STAGING

1A

Tumour confined to the uterus, no or < ½ myometrial invasion

1B

Tumour confined to the uterus, > ½ myometrial invasion

II

Cervical stromal invasion, but not beyond uterus

IIIA Tumor invades serosa or adnexa
IIIB Vaginal and/or parametrial involvement
IIIC1 Pelvic node involvement
IIIC2 Para-aortic involvement
IVA Tumor invasion bladder and/or bowel mucosa
IVB

Distant metastases including abdominal metastases and/or inguinal lymph nodes

FIGO Committee on gynaecological oncology. Revised FIGO staging for carcinoma of the vulva, cervix and
endometrium. Int J Gynaecol Obstet 2009;105(2):103-4
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7

FIGO GRADING FOR ENDOMETRIAL CANCER, 1988

Histopathology –Degree of Differentiation
Cases of carcinoma of the corpus should be classified (or graded) according to the degree of histologic
differentiation, as follows:
G1 = 5% or less of a nonsquamous or nonmorular solid growth pattern
G2 = 6%-50% of a nonsquamous or nonmorular solid growth pattern
G3 = More than 50% of a nonsquamous or nonmorular solid growth pattern
Notes on Pathologic Grading
1. Notable nuclear atypia, inappropriate for the architectural grade, raises the grade of a grade 1 or
grade 2 tumor by 1
2. In serous adenocarcinomas, clear-cell adenocarcinomas, and squamous carcinomas, nuclear
grading takes precedence.
3. Adenocarcinomas with squamous differentiation are graded according to the nuclear grade of the
glandular component.
From International Federation of Gynecology and Obstetrics: Annual report on the results of treatment in
gynecologic cancer, Int J Gynecol Obstet 28:189-190, 1989.
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