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What is a Clinical Trial? (explained in presentation)

Research for GYN Malignancies at UAB

· Doctors, nurses, and staff are always interested in new therapies that have the potential of helping our patients

There are currently 7 protocols open for GYN malignancies in our division, and 3 that will open over the next few months

· Over two thirds of all drugs in development are of biologic or genetic origin.

· Drugs that are targeted to specific markers on the cancer cells, or block blood vessel growth. May control or kill cancer cells without many of the common side effects found with cytotoxic chemotherapy

Monoclonal Antibodies

· Locate tumor cells and either kill them or deliver tumor killing substances to them

· This is done without harming normal cells

· UAB 0906: CS-1008 is a monoclonal antibody with agnostic activity (induces the death of the targeted cells) that targets DR5.  

In this  Phase II study the antibody is given along with Taxol and Carboplatin  to women who have newly diagnosed ovarian cancer that was suboptimally debulked (all of the disease could not be removed during surgery).

Monoclonal Antibodies Cont’d

· 0955: Farletuzumab (phase I)  is an antibody designed to act like the antibodies our bodies make to fight off infections, cancer, etc.  

Farletuzumab is given along with Carboplatin and Doxil in women who have platinum sensitive relapsed ovarian cancer

Antiangiogenesis

· Anti-angiogenesis drugs

· Angiogenesis: growth of new blood vessel from existing blood vessels.

· Drug prevents the new vessels from forming so the tumor is not fed.

· Bevacizumab: Monoclonal antibody that blocks the release of angiogenic promoters such as vascular endothelial growth factor (VEGF).  VEGF helps promote angiogenesis

· Already approved for other malignancies 

Bevacizumab

GOG 218 

· First Line Therapy (newly diagnosed patients)

· A Phase III Trial Using Taxol and Carboplain Plus or Minus Bevacizumab

· This trial is currently closed, but the findings have shown improved progression free survival.  Therefore, the GOG is working to seek FDA approval that may add Bevacizumab to the standard of care regimen for first line therapy

GOG 0252

More GYN Oncology Trials

GOG 0240: Randomized trial using Cisplatin and Taxol with or without Bevicuzumab versus Topotecan and Taxol with or without Bevicuzumab in women with stage IVB, recurrent or persistent cervical cancer

GOG 0249: A study using chemotherapy plus radiation therapy in endometrial cancer

Intraperitoneal (IP) Chemotherapy

· Given directly into your abdomen by a tube or port that is surgically placed

· 3 large randomized trials over the past decade have shown positive results in survival

· Requires detailed discussions with your oncologist.  This type of delivery system is dependent on several factors, and is not recommended for all patients.

     The New England Journal of Medicine 

· NCI recommendations are combination IV and IP if IP is appropriate for patient

· Combination probably more effective due to ability to give much higher doses, but exact reason it seems to work better than IV alone is still unknown

Who is eligible to receive IP chemotherapy?

· Women who have minimal remaining tumor after surgery and did not have a bowel resection.

· Side Effects: Infection at catheter site; increased abdominal pressure, pain, and bloating.

· Depending on the type of chemotherapy used there may be diarrhea, nausea, and vomiting which can sometimes be delayed.

    Gynecological Oncology Group/ January 2006

Studies for Detection

Proteomics Research Program

· Blood and tissue studied in hopes of being able to analyze the differences in diseased and normal cells at a molecular level

· UAB currently involved in tissue collection and blood specimens for some of these trials

· Potential benefits of this type of research include:

· Developing individualized therapies using targeted treatments 

· Determining toxic and beneficial effects of treatments in the lab before using them in patients

· Diagnosing cancer earlier than is now possible

Why Does it Take so Long to Get New Drugs?


· Pre-Clinical:

· Laboratory and animal studies (6 – 7 Years)

· Clinical Trials

· Phase I   ~1.5 years  (MTD & side effects)

· Phase II  ~2.0 years  (Efficacy)

· Phase III ~3.5 years  (compares new to current and      




continues safety analysis)

· Phase IV   variable    (FDA approval phase – usually involves high numbers of patients)

Why So Long?

· FDA Approval Phase ~1.5 years

· New drug application filed with FDA

· Final drug reviews

· Total Process:

· 8-15 years

· Cost $500-$800 million

**Only 20% of drugs that enter clinical trials are ever approved

Pipeline Drugs

· Radio-immunotherapy (RIT): Monoclonal Antibody delivers radiation therapy to a specific marker on the cancer cell

· Gene Therapy: Treatment that alters a gene.  Improves body’s natural ability to fight the disease or make the cancer cells more sensitive to other kinds of therapy.  

U.A.B. Comprehensive Cancer Center and the physicians of GYN Oncology are working on these drugs at present

Questions?

