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Cervix ca ïAdvanced disease

ÅConsider symptoms and prognostic factors

ïECOG, previous RT, disease free interval

ÅPalliative RT if appropriate

ïPotentially can be used as salvage therapy in 

localised recurrence

ÅPalliative benefit of chemotherapy not well 

studied

ÅResponse rates between 15-30%

ÅMulti-disciplinary supportive care is needed!



Cervix cancer ïChemo in advanced disease

ÅGOG-204: 4 x Cisplatin doublets in 

recurrent/metastatic cervix cancer

ÅNo significant difference in all 4 regiments

ÅEstablished Cisplatin/Paclitaxel as standard of care

ïMedian OS 12.9months, RR 25-30%

ÅJGOG0505 ïCarbo/Taxol non-inferior to Cis/Taxol

Monk et al, JCO 2009; Kitagawa et al, JCO 2015



Predictive factors for PFS and OS in 

women treated with Cisplatin combinations

ÅAfrican-American

ÅECOG > 0

ÅPelvic disease

ÅPrior radiosensitizer

ÅRecurrence < 1 yr

If 4-5 factors: 

RR 13%

PFS 2.8 

OS 5.5 months

Moore DH, Gynecol Oncol 2010



Targeted therapies in cervical 

cancer
ÅMultiple pathways 

studied

ÅGenerally 

disappointing 

apart from 

targeting 

angiogenesis

ïBevacizumab : 

approved for 1st

line therapy of 

advanced disease

New hope of using 

immunotherapy to 

target cervical cancer



Cervix cancer - Bevacizumab

Tewariet al, NEJM 2014

ÅGOG-240

ïRole of non-platinum doublet (Topotecan-Paclitaxel)

ïRole of adding Bevacizumab

ÅImproved PFS & OS with addition of Bevacizumab

ÅRR 48% vs 36% but risk of fistula up to 15%



MOORE criteria using Bevacizumab

Addition of Bevacizumab (OS)

Low-risk: 21.8 vs 22.9 months    HR 0.96

Mid-risk: 12.1 vs 17.9 months     HR 0.67

High risk: 6.3  vs 12.1 months     HR 0.54



Immunotherapy basics: 

Distinguishing òselfó from 

ònon-selfó

S T cells trained in the thymus as a child

S Millions of  variations of  T cell receptors tested

S If TCR binds to òselfó then T cell retrained or eliminated

S Only 3% of  T cells survive this process

S Remaining TCRs should only respond to ònon-selfó

S T cells roam the body waiting to recognise ònon-selfó antigens



Cancer & Immune System

ÅOncogenic viruses 

ïHPV and cervical, H&N, anal

ïEBV and gastric cancer

ÅImmunosuppression and cancer

ïHIV and Kaposi sarcoma plus others

ïOrgan transplants and lymphoma, skin cancers



Immune System and Cancer

Å20th century άƛƳƳǳƴŜ ǎǳǊǾŜƛƭƭŀƴŎŜέ
ïTumour antigens treated as foreign antigens
ïNatural response of immune system is to survey 

the body for tumours and eliminate them

Å21st century άƛƳƳǳƴŜ ǘƻƭŜǊŀƴŎŜέ
ïTumour antigens treated as self antigens
ïNatural response of immune system to tumour 

antigens is tolerance

Goal is to overcome tolerance



Roads leading to immune 
Tolerance

Topalian ASCO 2012



Cervix cancer as a target for 

immunotherapy: HPV



Doorbar, J Clin Virol 32:7 -15, 2005

Progression to Cancer is Accompanied by 

Deregulation of Viral Gene Expression

CIN  1 CIN  2 CIN  3

Common molecular events :  

ÅViral genome integration into cellular DNA

ÅLoss of E2 leads to increased E6/E7 expression

ÅLoss of L1, L2 expression.  Therefore, current 

vaccine can ôt clear pre -cancerous lesions.



Mutation Burden

Alexandrov Nature 2013

Cervix Cancer: Mutation burden intermediate but 

potentially still responsive to immunotherapy 

because of HPV (viral antigen)


