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Maintenance therapy and PARP inhibitors could play important roles in treatment BRE e INE - I1388ET B
of relapsed ovarian cancer
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A Phase Il randomized trial showed that maintenance treatment with the oral PARP inhibitor drug olaparib
improved progression-free survival by about four months in women with the most common type of relapsed [News 09]
ovarian cancer. This is the first randomized trial to demonstrate a benefit for maintenance therapy for recurrent BRAFFHEFI8:M A 5/ — v DEFERESR
ovarian cancer, and the first randomized trial in ovarian cancer of a PARP inhibitor - a novel class of molecularly £33
targeted drugs.
. . . . [News 10]
The results of this study, if confirmed in larger trials, could lead to a new treatment approach for recurrent gl 1) N RSB O AR A YET 3

ovarian cancer in which drugs like olaparib are given over a long period of time to prevent recurrences or
prolong remissions. This somewhat novel approach, called maintenance therapy, has already proven useful in
lung cancer. Standard treatment for ovarian cancer includes platinum-based chemotherapy. After this regimen,
patients are observed until recurrence, and then treated with another course of chemotherapy. While some
tumors respond well to chemotherapy, the regimens are too toxic for patients to take continuously, and clinical
trials haven't shown any benefit for extended courses of chemotherapy.
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"A well-tolerated antitumor agent that could be used for months or perhaps years as maintenance therapy after I XA X NIEELEDIANP A X T &8
standard chemotherapy could be a big step forward and ultimately extend survival," said lead author Jonathan BWSED
A. Ledermann, M.D., principal investigator of the study and Professor of Medical Oncology at UCL Cancer
Institute, University College London. "This study demonstrates proof of principle for the concept of maintenance [News 13]
therapy in ovarian cancer using a PARP inhibitor. Our progression-free survival difference was very impressive BREEH AL 1 B bevacizumabDiEEN X 7 «
and better than we anticipated.” v b
The multicenter, international study randomized 265 women with high-grade serous ovarian cancer to either [News 14]
oIaparib or placebo. Pgtients were enrolled in the tn'al.witlhi.n 8 weeks of having achieved eithera. oomplete or BIALEE D A TEISEEE AT (L 77 HARS S 4BR8 ¢ 2
partial response to platinum-based treatment. PARP inhibitors have been shown to work better in patients
whose tumors have responded to platinum. [News 15
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In the study, the progression-free survival (PFS) - the amount of time during and after treatment in which the EjZ;TEZE DISHREE RIS AD TR E
cancer does not return - was significantly longer in the group receiving olaparib than the placebo group, with a =
median of 8.4 months versus 4.8 months. At the time of data analysis, half the patients randomized to olaparib s
(68 patients) had not relapsed and were still receiving the drug, while only 16 percent (21 patients) remained on W _ T, o
placebo - so overall survival data were not yet available for analysis. }gg: ;" (XY B AR S RIEB AT IR £
Adverse events were more commonly reported in the group receiving olaparib than placebo, including nausea,
fatigue, vomiting, and anemia, but the majority of these were not severe. Dose reductions to manage side [News 1?] . “
effects were allowed in the study and were more prevalent in the olaparib group (23 percent) compared to the 7 1 N> MEZEEERFERT 2D &E
placebo group (7 percent). BEOTH3
Olaparib inhibits the enzyme Poly ADP ribose polymerase (PARP), which is involved in DNA repair. Up to half of [News 18]
women with high-grade serous ovarian cancer - the most common type of ovarian cancer - may have a DNA EZ K V) BRERHEIEDEDRINET B
repair deficiency that makes them more susceptible to treatment with PARP inhibitors.
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Anumber of PARP inhibitors are in Phase Il and Phase lll clinical trials as single agents and in combination with HIASIEFALLICT LB CTH B
standard chemotherapies and radiation in some types of breast and ovarian cancers believed to have DNA
repair defects.
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