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Opportunities - Cervical cancer

Advanced/
Recurrent

Stage O- Stage I-IV

Fertility preserving > Adherence to Standards

> Nonsurgical — Chemoprevention > Effective Chemotherapy

> Improved surgical procedures > Biomarkers to guide therapy

> Diverse Workforce

> Survivorship



Potential Years of Life Lost (PYLL)

Average years of life lost — 20.7 — 23.7 years

Bones and joints

PYLL per death

Other endocrine including thymus
Cervix uteri

Soft tissue including heart
Hodgkin lymphoma

Brain and other nervous system
Leukemia

Melanoma of the skin

- . *Cervical cancer

Nose, nasal cavity, and middle ear CNS tumours
Stomach Malignant melanoma
Ovarian cancer

Years o Breast cancer
Qesophageal cancer

Head and neck cancer

Lung cancer

Pancreatic cancer
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Adhere to the Science
External Beam Radiation e Brachytherapy ¢ Chemo e Time

Misalighment of $

to quality treatment < 50% women receive
National Comprehensive
Lack of Skilled Fragmented Care Cancer Network (NCCN)
Workforce Poor patient guideline treatment

Poor training in resources, IQW
brachytherapy volume hospitals

Stagnant Survival

Gaffney et al. Gynecol Oncol 2018
Rates

Han et al. Int J Radiat Oncol Biol Phys 2013
Gill et al. Int J Radiat Oncol Biol Phys 2014
Pfaendler et al. Obstet & Gynecol 2018
Robin et al. Gynecol Oncol 2016

Inadequate treatment




Expand the Science
Advanced-Recurrent Cervical cancer

median age women - 50 years

KEYNOTE-826 - NCT03635567
GOG 240 - NCT00803062 Platinum-based chemotherapy with or
Chemotherapy +/- Bevacizumab without bevacizumab +/- pembrolizumab

—— Chemotherapy plus Intention-to-Treat Population

bevacizumab Hazard ratio for death,
—— Chemotherapy alone 0.67 (95% Cl, 0.54-0.84)
P<0.001
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Number at risk Months

(number censored) No. at Risk
Chemotherapy plus 227 (0) 142(9) 75(12) 6(51) Pembrolizumab 308 291 277 228 201 145

bevacizumab Placebo 309 295 268 191 160 116
Chemotherapy alone 225 (0) 114 (9) 54(18) 2 (45)

Tewari et al. NEJM 2014 & Lancet 2017 Colombo et al. NEJM 2021




Expand the Science
Advanced-Recurrent Cervical cancer

Chemotherapy landscape

Cisplatin/Carboplatin >30-40% response without previous chemo and < 20% with previous chemo
Paclitaxel/Docetaxel

Topotecan

Ifosfamide

Bevacizumab. anti-VEGF — 10.9% response (with cisplatin and paclitaxel — 50% response)
Pebrolizumab, anti-PD-1 — 12.2% response in phase |l (with platinum-based treatment — 65.9%)
Tisotumab, antibody drug conjugate directed to Tissue factor-MMAE — 24% response in phase Il

Underdevelopment
Anti-CTLA-4

DNA vaccines
Cell-based therapies
PARPs, fusion proteins




Focus on the Cancer - Tissue Specificity

Not all cancers are the same and not all cervical tumors are the same
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Focus on the Cancer
Gaps at Cancer Funding

Normal VCE CINI CINII CIN Il
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Expand the Data and Sharing — NIH big science collaborations

Window into 422 invasive cervical cancers

The Cancer Genome Atlas (TCGA)  NCI - NHGRI HIV+ Tumor Molecular Characterization
Project (HTMCP) NCI - OGC & OHAM
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Follow the Science - HPV integration impacts human genome
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Using integration sites to illuminate novel cervical cancer target genes
Long-read DNA & cDNA sequencing technology
Haplotype Phasing
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Translating Science through Diverse Workforce

Recruit and train ethnically, racially, and linguistically diverse individuals
to be clinical research professionals

KNS PARCC

Student Centered Pipeline to Advance Research in Cancer Careers
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Daniela Gerhard, PhD

Director of NCl’s Office of Cancer Genomics
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NCl’s Gerhard Remembered



https://nihrecord.nih.gov/2021/07/23/ncis-gerhard-remembered

Translating Science to improve Stagnant Cervical Cancer
Survival Rates

e Expand the Science - Until primary and secondary preventive measures have eliminated
cervical cancer - - increase basic and translational cancer research, clinical trials, in-vivo models,
biobanking and data sharing for stage O-IV cervical cancer

* Encourage Adherence - Align cancer care payments to high-quality, evidence-based care
models

* Mobilize Resources - Improve access to high quality care for all patients — through funding for
travel, housing, and provide infrastructure for collaboration with regional hospitals

* Expand Trial Access - Step up clinical trial enrollment for novel agents through funding and
international collaborations

* Develop the Workforce - Increase diversity and investment in work force training to deliver
complex multi-disciplinary care and increase clinical trial participation
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