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Your generous support has enabled our BC Cancer OVCARE team to ignite progress to break
down ovarian cancer, piece by piece, in the labs and clinics. The progress is real. We are
pleased to report back on the milestones they've achieved this year.

BC CAN Break Down Ovarian Cancer

Uncovering New Treatment Solutions for Low-Grade Serous Ovarian Cancer

The LGSC research program has three main goals:
o To develop experimental models of LGSC to facilitate further research;
e To evaluate novel drug treatments for LGSC and identify markers that predict response
to drugs; and
e To standardize clinical management of LGSC to improve patient care and outcomes.

Dr. Mark Carey's team is now leading a series of innovative research projects in collaboration
with colleagues in Canada and worldwide:
e Dr. Carey's team has established a total of 15 LGSC cell culture models for pre-clinical
research use;
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e Testing on these models has resulted in the discovery of a set of gene/protein
alterations that are now being investigated for the development of novel drug therapies
for LGSC;

e Some of these models and their drug-resistant derivatives have been shared with over
10 different laboratories worldwide;

e As aresult of these collaborations, a significant variety of drug testing and
genomic/biomarker studies are now being conducted to advance LGSC knowledge;

e In collaboration with researchers at the Vancouver Prostate Center and the BC Cancer
Research Centre, Dr. Carey’'s team is developing mice models with LGSC. To date, they
have successfully developed three new models that are now available for pre-clinical
research.

Experimental Drug Testing

Dr. Carey's team has evaluated the efficacy of four MEK inhibitor (MEKI) therapies in the LGSC
cell models described above. "We have identified three molecular markers that could predict

tumour response or resistance to MEKi therapy in LGSC patients,” says Dr. Carey. The results

of this study were published in two scientific papers.

This year, results from two clinical trials evaluating the use of MEKi therapy in LGSC patients
were presented at conferences in Brazil and Spain. “In agreement with our lab findings, MEKi
therapy demonstrated significant superiority to chemotherapy,” Dr. Carey describes. “As a
result, MEKI therapy will now become the standard of care for LGSC patients with relapsed
disease.”

In collaboration with a research team in the Netherlands, Dr. Carey's team has identified a
drug that could prevent resistance to MEKi therapy. They are now testing single and combined
drug therapy in LGSC models to evaluate drug toxicity and efficacy. If successful, this dual
drug therapy will be tested in clinical trials for advanced-stage LGSC patients.

Dr. Carey's team is investigating the use of anti-hormone therapy to identify LGSC patients
who would benefit the most from this treatment approach. They are also focused on the
evaluation of cell cycle inhibitors for treating LGSC tumours that lack of a tumour suppressor
called CDKNZ2A.



BC
CAN
C E R FOUNDATION

Patient Outcomes Analyses

In 2016, Dr. Carey and other physicians established the first Canadian Community of Practice
in Low-Grade Serous Ovarian Cancer (LGSC-CoP). Since then, and with the support of the
Society of Gynecologic Oncology of Canada (GOC), Dr. Carey’'s team has organized meetings
to discuss how to rapidly advance research to benefit all LGSC patients.

A database of past LGSC cases was created to enable the LGSC-CoP group to study a larger
group of LGSC cases, describe practice patterns and evaluate patient outcomes from across
the country. This study established the foundation for future standardization of diagnosis and
treatment of LGSC patients nationwide.

‘In order to overcome the limitations of establishing a database with old and incomplete data,
our group is now working on a database for new LGSC patients, enabling doctors to record
clinical and molecular data in a standardized manner and identify patients eligible for future
clinical trials,” says Dr. Carey.

The LGSC-CoP group is now seeking support to implement this database in Canadian
healthcare centres and conduct a survey on current practice patterns and barriers for
database/clinical trial participation in LGSC.

Next Steps

Dr. Carey's team will focus on four research areas in the near future:
e Exporting the new LGSC database to different Canadian healthcare centres;
e Developing new models for novel drug testing (single/combined drug therapies);
e Conducting clinical trials to test novel drugs and drug combinations; and
e Expanding expertise in studying rare gynaecological cancers to the study of rare
uterine carcinomas known as MMMT.

Thanks to you, BC CAN change the outcome.



