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Classification of ovarian cancer  

Ovarian 
Cancer  

Epithelial 
ovarian cancer 

(EOC) 

High grade 
serous ovarian 

cancer 
(HGSOC) 

Non high grade 
serous ovarian 

cáncer (N-
HGSOC) 

Low-grade 
serous Mucinous  Clear Cell  Endometrioid  

Non-epitelial 
ovarian cáncer 

(N-EOC) 

Sex cord-
stromal 

Others, 
including germ 

cell 



Etiology & Pathology of EOC 

Kurman et al, Am J Surg Pathol. 2010 March ; 34(3): 433–443 



Etiology of HGSOC 

 

Soong et al Hemat Oncol Clin N Am 32 (2018) 915-928 



Etiology non-HGSOC 

 

Ilenkovan et al Hemat Oncol Clin N Am 32 (2018) 929-942 



Etiology 

 

Prat et al; Int J Gynecol Obstet 2018; 143 (Suppl. 2): 93–108 



A unique mechanism of dissemination 

Tan et al Lancet Oncol 2006; 7: 925–34  



Risk Factors 
Increased 

•Hereditary 
•Family history of ovarian 

cáncer 
•Personal history of breast 

cáncer 
•Alteration in BRCA1 or 

BRCA2 
•Lynch Syndrome 

•Reproductive 
•Hormonal 

•Early menarche 
•Late menopause 
•Hormone replacement 

therapy 
•Estrogen 
•Androgen 

•Inflammatory 
•Endometriosis 
•Pelvic inflammatory 

disease 
•Lifestyle 

•Obesity 

Decreased 

•Reproductive 
•Multiparity 
•Breastfeeding 

•Surgery 
•Hysterectomy 
•Tubal ligation 

•Hormonal 
•Oral contraceptives 
•Progestagens  

Indeterminate 

•Fertility drugs 
•Cigarette smoking  
•Perineal Talc exposure 



Hereditary ovarian cancer 

Matulonis et al Nature Reviews. Disease Primers Article number 16061 



Hereditary ovarian cancer 

ALL Patients diagnosed 
with high grade non-
mucinous epithelial  
ovarian cancer 
independently of age, 
family history or platinum 
sensivity  



Clinical Presentation 

 Prodromal symptoms tend to be VAGUE:  
 Abdominal distension 

 Constipation 

 Vague pelvis pressure 

 PAIN usually minimal 
 INSIDIOUS progression to advanced disease   
 LACK of SENTINEL SYMPTOMS of early disease 
 FREQUENTLY present with symptoms at distant sites to the ovary 
 Differential  diagnosis: gastrointestinal or metastatic breast cancer 



Physical Examination Findings  
 Abdomen:  

 Distented  
 Palpable mass,  
 Apparent ascites 

 Cardiovascular:  
 Taquycardia 
 Deep venous thrombosis 
 Lower extremity edema 

 Pulmonary:  
 Decreased breath sounds in lung bases ( pleural effusion)  

 Pelvic:  
 Adnexal mass, fixed mobility of uterus, cul de sac nodularity 

 Nodal:  
 Palpably enlarged inguinal and cervical nodes ( infrequently encountered) 



Dissemination 
pattern  

& 
Biopsy  

Tumor 
Markers 

Imaging 



Imaging and Diagnostic Evaluation 

 Imaging:  
 Computed tomography (CT) 
 Magnetic resonance   
 PET-CT  (improved detection of occult nodal metastasis)  

 Tumor markers: CA 125, CEA and CA19.9  
 Dissemination pattern: extra-abdominal nodal involvement, bone or 

parenchymal liver metastases are uncommon … 
 Biopsy:  

 Advanced disease above the diaphragm: percutaneous core biopsy 
 Disease limited the abdominal cavity:  

 Laparoscopic assessment is often necessary to assess stage and diagnosis  
 Debilitated patients or biopsy not feasible: cytology from pelvic mass or ascitis 

aspiration  
 



Strategies for the management 

Early stage (I) 

Stage IA/B Less 
common 

histopathologies 
individualized 

Stage IA/B grade I 
endometriod 

observe   

Stage IA/B grade II 
endometriod 

observe or 
carboplatin + 

Paclitaxel 3-6 cycles  

Stage IA/B/C high 
grade carboplatin + 
Paclitaxel 3-6 cycles 



Strategies for the management 

Advanced 
stage 
 (II-IV) 

Cytoreductiv
e surgery 

followed by 
IV 

Carboplatin + 
Paclitaxel x6 

cycles 

Cytoreductive 
surgery 

followed by 
IP/IV 

Carboplatin + 
Paclitexel x6 

cycles  

Cytoreductive 
surgery 

followed by 
Carboplatin + 
Paclitaxel x6 

cycles 
combined with 
bevacizumab

with 
bevacizumab 
maintenance 

Neoadjuvant 
(NACT) 

chemotherap
y with interval 

surgery 
between 3-4 

courses, 
followed by 

chemotherap
y 

Chemothera
py for 

patients who 
cannot 

undergo or 
progress 

through NACT 

BRCA1 & 2 
Cytoreductive 

surgery 
followed by 

Carboplatin + 
Paclitaxel x6 

cycles 
combined 
with iPARP 
(SOLO-1) 



Maintenance Olaparib in Patients with Newly Diagnosed 
Advanced Ovarian Cancer … But many other trials ongoing  

 

Moore et al NEJM 2018; doi: 10.1056/NEJMoa1810858 



Acute and long-term toxicities of 
chemotherapy 

 Chemotherapy-induced neuropathy 
 At least 50% of ptes  
 Dose dependent and exacerbated by concurrent neurotoxic drugs 
 Rarely may start or progress after chemotherapy completation.  
 Prevention strategies:  

 Aminofostine 
 Omega-3 fatty acid supplementation 

 Treatment strategies:  
 Duloxetine ( leve 1 efficacy data) 
 Others gabapentine, lamotrigine and nortriptyline 

 Moderate physical activity  



Acute and long-term toxicities of 
chemotherapy 

 Sexual Function/Menopausal Symptoms  
 Decreased sexual activity  
 Physical and Phycological distress 
 Symptoms:  

 Vaginal Dryness 
 Decreased libido 
 Increased dyspareunia 

 Often remain unrecognized and undertreated 
 Treatment:  

 Hormonal ?? 

 Non-hormonal: mirtazapine, bupropion and gabapentine. Physical therapy 



Acute and long-term toxicities of 
chemotherapy 

 Cognitive dysfunction, mood disorders and fatigue 
 25% experience cognitive decline in at least one domain 

 20% experience depression 

 75% pathologic anxiety around the time of surgery 

 Cancer-related fatigue:  
 Exercise 

 Nutrition optimization  

 Cognitive behavioral therapy  

 Pshycosocial interventions  

 In certain cases consider: methylphenidate or modafinil  



New treatments 

Car-T 
cells 

Immu
nother

aoy 

iPARP PI3K 
inhibitors 

VEGF 
inhibitors  



New treatments 



Screening and Prevention 

 PLCO trial : transvaginal sonography and CA125;  
 1993-2001 

 39110 pts 

 388 cases diagnosed 

 …but 1080 false positive ( 15% with major complications)  

 NROSS trial : increase in baseline CA125  
 5729 pts  

 <1% referred for sonography  

 UKCTOCS trial: control, anual TVS and anual CA125  
 >200.000 ptes  



Screening and Prevention 

 Serum biomarkers: 
 CA125 
 CA15.3 
 HE4 

 ROMA INDEX 
 Aid in assessing wheter a premenopausal or postmenopausal woman 

with an ovarian adnexal mass is at high or low probability of finding 
malignancy on surgery.  

 NOT INTENDED FOR SCREENING or STAND-ALONE diagnostic assay.  

 Circulating tumor DNA 
 Proximate tumors fluids 
 



Ovarian Cancer Screening and 
Prevention in the High-Risk Population 

 



Ovarian Cancer Screening and 
Prevention in the High-Risk Population 

 Hereditary breast and ovarian cancer syndrome accounts for 5%–
10% of breast cancers and 15-20% of invasive ovarian cancers  

 Mutations in two genes, BRCA1 and BRCA2 
 Women with BRCA mutations have a markedly increased risk of 

early-onset breast, ovarian, pancreatic, and other cancers when 
compared to the risks in the general population 

 The overall occult gynecological carcinoma has been detected in 
9.1% of BRCA carriers 



Ovarian Cancer Screening and 
Prevention in the High-Risk Population 

 Risk-Reducing Salpingo-Oophorectomy (RRSO) 
  significant reduction in the risk of breast and ovarian cancer-specific 

mortality 

 between 35 and 40 years of age, upon completion of childbearing and 
based on the age of the youngest affected relative with an ovarian 
cancer diagnosis, regardless of the type of BRCA mutation  

 Risk-Reducing Salpingectomy (RRS) 
 Other recommendations:   

 pelvic examinations, transvaginal ultrasounds, and serum CA125 levels 
every 6 months beginning at age 30 or 5–10 years earlier than the 
youngest diagnosed relative with ovarian cancer 
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