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Cervix cal Advanced disease

A Consider symptoms and prognostic factors
I ECOG, previous RT, disease free interval

A Palliative RT if appropriate

I Potentially can be used as salvage therapy in
localised recurrence

A Palliative benefit of chemotherapy not well
studied

A Response rates between 15-30%
A Multi-disciplinary supportive care is needed!




Cervix cancer i Chemo in advanced disease

A GOG-204: 4 x Cisplatin doublets in
recurrent/metastatic cervix cancer

A No significant difference in all 4 regiments

A Established Cisplatin/Paclitaxel as standard of care
I Median OS 12.9months, RR 25-30%

A JGOGO0505 i Carbo/Taxol non-inferior to Cis/Taxol
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Predictive factors for PFS and OS In
women treated with Cisplatin combinations

A African-American R
A ECOG >0

A Pelvic disease

A Prior radiosensitizer
A Recurrence < 1 yr
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Targeted therapies in cervical
cancer

A Multiple pathways

Table 1. Molecular pathways targeted in cervical cancer

studied

Pathway Therapeutic agent
A EGFR Cetuximab, matuzumab, gefitinib, erolotinib
Genera”y Her2 Lopatanib
. . . Folic acid Pemetrexed
dlsappOIntlng HDAC Valproic acid
mTOR Temsirolimus
apart from Weel PDO166285
. MEK1775
targ etl ng Notch NCT01158404*
" " HSP 90 Geldanamycin
anglogeneSIS PARP Olaparib, veliparib

I Bevacizumab :
approved for 18t
line therapy of
advanced disease

New hope of using
Immunotherapy to
target cervical cancer



Cervix cancer - Bevacizumab

A GOG-240

I Role of non-platinum doublet (Topotecan-Paclitaxel)
I Role of adding Bevacizumab

A Improved PFS & OS with addition of Bevacizumab
A RR 48% vs 36% but risk of fistula up to 15%

A Median
Events Overall
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MOORE criteria using Bevacizumab

Froportion surviving

Overall survival

By risk group
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T cells trained in the thymus as a child
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| f TCR binds to o0self d t hen

Millions of variations of T cell receptors tested

Only 3% of T cells survive this process
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Cancer & Immune System

A Oncogenic viruses
I HPV and cervical, H&N, anal
I EBV and gastric cancer

A Immunosuppression and cancer
I HIV and Kaposi sarcoma plus others
I Organ transplants and lymphoma, skin cancers



Immune System and Cancer

A20hcentury A YYdzy S & dzNIBS
I Tumour antigens treated dereign antigens

I Natural response of iImmune system is to survey
the body for tumours and eliminate them

A21stcentury G AYYdzyS G2f SNJ
I Tumour antigens treated alf antigens

I Natural response of iImmune system to tumour
antigens is tolerance

Goal Is taovercome tolerance



Roads leading to immune
Tolerance

@

Eegulntnry immune cells

*Tregs
*MDSC

Inhibitory T cell co-receptors
*CTLA-4, PD-1, LAG-3, elc.

lmmuncrsuppre:asiw cytokines
6, IL-10, TGF-B, VEGF

o

Solution: ex vivo Solution: systemic
manipulation of anti- blockade of
tumor immune cells inhibitory cytokines
and ACT or co-inhibitory
receptors/ligands




Cervix cancer as a target for
Immunotherapy: HPV

E6 E7

Genome replication

X

Major capsid protein

L1
E1
‘ Frequently disrupted site
E2 in case of integration
Minor capsid protein L2 .\ into host genome

e Genome replication

Transcription factor of E6 and E7
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Mutation Burden

Cervix Cancer: Mutation burden intermediate but
potentially still responsive to iImmunotherapy
because of HPV (viral antigen)

Alexandrov Nature 201.



