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“… I have had the ideal of service. While it is 

important for those properly qualified to spend 

time on research for the benefit of future 

generations, it is of great importance to 

provide for the generation now in existence. I 

have therefore devoted much of my time in 

trying to be of service to those who must 

recognize and treat tumors and tumor-like 

lesions.” 

College of Physicians and Surgeons 

Columbia University 

Arthur Purdy Stout 

Late Professor of Surgery & Pathology 



 ~400 invited talks, lectures and slide 

 seminars in 57 countries over 30 years 



Sheffield 



   Harold Fox  

 

  1931 – 2012 

 Professor of 

Reproductive Pathology,       

University of Manchester 







July 2011:  

74 years old female: 

postmenopausal bleeding.  

 

Endometrial biopsy: pale 

and haemorrhagic tissue 

fragments. 

 

 Patient referred to the 

Sheffield Gynaecological 
Cancer Centre. 

 



Patient’s husband 74 years old 

husband diagnosed with Grade 2 

papillary transitional cell carcinoma 

with early invasion of superficial 

lamina propria (STAGE PT1) in 

October 2010. He died in January 

2012. 



FISH image showing: 

Female cells with two green X signals 

Male cells with one green X and one red Y signal 



Genemapper traces for marker D7S820 (PowerPlex® 16) 

a) Sample from D F (wife) (4 alleles: 225, 229, 233 and 237) 

b) Sample from T F (husband) (2 alleles: 225 & 233) 

a 
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Malignant melanoma in the female genital 
tract – 3 misses in 30 years as a consultant – my 

bête noire 

• primary malignant melanoma of the vulva 
– the most serious error of my career 

• malignant melanoma metastatic to the 

uterus (diagnosed as high grade uterine 

sarcoma) 

• malignant melanoma metastatic to the 

ovary (diagnosed as high grade 

endometrioid stromal sarcoma) 
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Advances in service 

• immunohistochemistry 

• national Gynaecological EQA scheme (BAGP) 

• multidisciplinary team meetings 

• reporting datasets 

• handling of cancer syndrome specimens 
(BRCA 1 & 2, Lynch) 

• molecular pathology 







 



         Meeting of ICCR, European Congress of Pathology, London, August 2014 



5 areas of research activity 

• trophoblast biology and neoplasia 

• HPV and cervical neoplasia 

• cervical glandular neoplasia 

• p53 in precursor lesions of ovarian cancer 

• HRT and the endometrium 





Trophoblast biology and neoplasia 





Trophoblast column Choriocarcinoma 

The vast majority 

of mononucleate 

trophoblastic cells 

in choriocarcinoma 

are villous-type 

intermediate 

trophoblast 

HLA-G immunoreactivity  





Ploidy status and histological 

diagnosis of molar pregnancies 

Histological diagnosis 

  Complete Partial Hydropic 

Ploidy status  mole  mole abortion 

Diploid 59  46    3 

Triploid 26  2  20  4 

Tetraploid 1  ―  1   ― 

Aneuploid 2  1  1   ― 

Total 88  49  32  7 

10 



• abnormally shaped villi 

- branching or polypoid 

• stromal mucin 

• stromal vessels may be 

present 

• STROMAL NUCLEAR 

DEBRIS 

Early complete mole 



Partial mole 

Cytotrophoblast +ve 

Syncytiotrophoblast -ve 

 

Complete mole 

Cytotrophoblast –ve 

Syncytiotrophoblast -ve 

Non-villous 

trophoblast is p57 

+ve even in 

complete mole  

P57kip2 in hydatidiform mole 



Hydropic 

miscarriage 
+ve Diploid Partial mole 

Complete 

mole 
-ve Diploid Partial mole 

Partial mole +ve Triploid Complete mole 

Partial mole +ve Triploid Partial mole 

Revised 

diagnosis 

p57kip2 

status 
Image cytometry 

Suspected 

diagnosis 



Klicken Sie. um das Titelformat zu 

bearbeiten 
PSTT: 48 months from causative 

pregnancy is critical 

For Interval from antecedent preg 

48 month cut-off 

Specificity 100% 

Sensitivity 93% 

Time Dead OS 

< 48 1/49 98% 

≥ 48 13/13 0% 

Schmid P et al Lancet 2009, 374: 48-55 





HPV and cervical neoplasia 







HPV 16 genome 





Lacey CJN, Wells M, McDermott RIJ, 

Gibson PE. Human papillomavirus type 16 

infection of the cervix - a comparison of 

differing DNA detection modes and the use 

of monoclonal antibodies against the major 

capsid protein. Genitourinary Medicine, 

1991; 67: 87-91. 



Human papillomavirus vaccination 

Probably the most 

significant research 

outcome in female 

genital tract health in 

the last 30 years 

Harald zur Hausen 

Nobel prize for 

Medicine 2008 



HPV vaccination 

The HPV major capsid protein, L1, can 

spontaneously self-assemble into virus-like 

particles (VLPs) that resemble authentic 

HPV virions. Vaccine contains recombinant 

VLPs assembled from the L1 proteins of 

HPV types 6, 11, 16 and 18. 



The global burden of cervical cancer: 

a preventable disease 

• 528 000 new cases every year  

• fourth most common cancer affecting women worldwide, 

after breast, colorectal, and lung cancers 

• most notable in the lower-resource countries of sub-

Saharan Africa  

• fourth most common cause of cancer death (266 000 

deaths in 2012) in women worldwide  

• ~ 70% of the global burden falls in areas with lower 

levels of development 

• > one fifth of all new cases are diagnosed in India  



 Cervical glandular neoplasia 
 







 CD44 v5 

normal hCGIN 





EGD (endocervical dysplasia); 
low grade CGIN 

“This is a poorly reproducible diagnosis for which criteria are not 
well defined. Minimal nuclear atypia with hyperchromasia and 
slightly increased mitoses or apoptotic bodies are sometimes 

cited as criteria. Ancillary studies are helpful in further clarifying 
these atypias, as diffuse, strong p16 reactivity, high ki-67 

proliferation index, and lack of hormone receptor expression 
support interpretation as poorly sampled or morphologically 

incomplete AIS/HG-CGIN. Lesions showing these 
immunohistochemical characteristics should be classified as 

AIS/HG-CGIN for management purposes”. 



p53 in precursor lesions of ovarian 

cancer 



p53 mutation 

•Mutation absent: 

- low grade lesions 

- relatively good 
prognosis 

• Includes: 
-  endometriosis 

- low grade serous 

- endometrioid 

- mucinous 

• Mutation present: 

- high grade lesions 

- poor prognosis 

- high grade serous 





Fallopian tube: p53 “signature” 



Hormone replacement therapy 

(HRT) and the endometrium 





HRT and the endometrium 

 (1) 

• an “unassessable” biopsy is not an 

“inadequate” biopsy if the uterine cavity 

has been entered 

• endometrial histology cannot be predicted 

by the bleeding pattern 

• endometrial hyperplasia can be diagnosed 

effectively in outpatient biopsy samples 



HRT and the endometrium 

(2) 

• long term use of sequential oestrogen-

progestogen replacement therapy 

increases the risk of endometrial cancer 

• continuous combined HRT regimens are 

safe and effective in the short term 

treatment of postmenopausal women and 

improve endometrial safety when used in 

the long term 

 

 



Histopathology awarded a centenary Gold 

Medal by the IAP – Montreal, 2006 



“British Pathology” reception 

         USCAP 

Joint Histopathology/Journal of 

Pathology reception at USCAP 



The future of gynaecological pathology 

• we need research leaders  

• crucial that the pathologist is a key member of 

the research team 

• microscopy will not be supplanted in the 

foreseeable future 

• realise the potential of digital pathology 

• molecular pathology will continue to have an 

incremental impact on tissue diagnosis 

• pathologists must retain ownership of the 

integrated report? 



Original diagnosis: “benign fibrothecoma with minor sex cord elements” 

Central review: diffuse adult granulosa cell tumour 

Missense mutation c.402C>G, (p.Cys134Trp) 

Mutation screening of FOXL2 gene 



Gynaecological pathology – future 
research 

• Preventive strategies in endometrial cancer 

• Molecular “fingerprint” of individual tumours 

• Determination of therapeutic targets – more 
promising than prognostic markers 

• Assessing the effectiveness of therapy 



Endometrioid carcinoma 
Genetic alterations 

PIK3CA 
30% 

K-ras 
10-30%  

FGFR2 
10-20% 

PTEN 
30-60% 

Microsatellite 
instability 
20-30%   

Beta-catenin 
28-35% 

Courtesy of  

Xavier Matias Guiu 



• RNF43 is frequently mutated in 

colorectal and endometrial cancers 
• Marios Giannakis,1, 2, 3, n1 Eran Hodis,1, 3, 4, 5, n1 Xinmeng Jasmine Mu,1, 3, Mai 

Yamauchi,1, Joseph Rosenbluh,1, 3, Kristian Cibulskis,3, Gordon Saksena,3, 

Michael S Lawrence,3, Zhi Rong Qian,1, Reiko Nishihara,1, 6, 7, 8, Eliezer M 

Van Allen,1, 2, 3, William C Hahn,1, 2, 3, Stacey B Gabriel,3, Eric S Lander,3, 9, 10, 

Gad Getz,3, 11, Shuji Ogino,1, 6, 12, Charles S Fuchs1, 13, & Levi A Garraway1, 2, 

3,  

• Nature Genetics Year published:(2014) DOI:doi:10.1038/ng.3127 Received 

03 April 2014 Accepted 03 October 2014 Published online 26 October 2014  
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• 32% UK women BMI > 25 

• 24% UK women BMI > 30 

• 27% UK women 16-24 years 

BMI >25 

• 68% UK women 55-64 years 

BMI >25 

 

• Prevalence of obesity has 

trebled since 1985 

Obesity in British women 

Health Survey for England 2009 



Successful bid to host 

the 2020 IAP/ESP 

Congress in Glasgow 

Bangkok, 

October 2014 



Stoner  by John Williams 1965 

“An occasional student who comes 

upon the name may wonder idly who 

William Stoner was, but he seldom 

pursues his curiosity beyond a casual 

question. Stoner’s colleagues, who 

held him in no particular esteem when 

he was alive, speak of him rarely now; 

to the older ones, his name is a 

reminder of the end that awaits them 

all, and to the younger ones it is 

merely a sound which evokes no 

sense of the past and no identity with 

which they can associate themselves 

or their careers”. 


