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No grade 3-4 anemia has been observed. ESAs have been used in 2 pts N2 19 as well as pathologic data after completion of neoadjuvant chemotherapy. P PP Y 20%
(12.5%), and no blood transfusions were required. One pt (6.25%) had Interestingly, both hemoglobin and hematocrit levels remained stable between

Age

febrile neutropenia (0.9% of all cycles). Grade 3 neutropenia on day 1 of <40 3(16) completion of AC (C5D1) and on the last cycle of Docetaxel (C8D1). Thus far no
cycles 1-8 occurred in 2 pts (12.5%) or 1.9% of all cycles. One pt had 40-50 grade 3 anemia has been observed, no blood transfusions, and EPO use in only
dose delay by 1 week due to neutropenia. Cycle 5 day 1 (C5D1) DCs ig-oso 2/19 pts.
were significantly higher relative to BL with a trend towards being higher
at C8D1. Moreover, median ANCs were significantly higher on C8D1, Hormone receptor status 3 - - -
while median Hgb remained stable between C5D1 and C8DL1. Eigg 2 (5105)) NOV-002 associated with increased
Conclusions: Anemic events and febrile neutropenia were much lower ER-PR+ 2(10) frequencv Of Ci rculatinq DCS

than expected with the addition of NOV-002 to ACT, likely due to its ER-PR- 3*(15)
hematopoietic properties. DC induction may be an important anti-tumor “Defined a5 NO and residual invasive tumor <10mm
mechanism of action of NOV-002. 1 patient withbiateral synchronous T2NO breast cancer

NOV-002 ameloriates chemotherapy induced anemia
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NOV-002 Background

The active ingredient in NOV-002 is oxidized glutathione
Changes in the ratio of oxidized: reduced glutathione
controls cellular redox state and can regulate protein
function by the reversible formation of mixed disulfides
between protein cysteines and glutathione.

Protein glutathionylation by NOV-002 results in pleiotropic
effects on cell functions including immune stimulation and
increased chemosensitivity of tumor cells.

NOV-002, in combination with cytotoxic chemotherapy, is
also the subject of an ongoing pivotal Phase 3 trial in
advanced non-small cell lung cancer and two phase 2
trials: (i) in combination  with doxorubicin-
cyclophosphamide and docetaxel as part of neoadjuvant
treatment of breast cancer; and (ii) in combination with
carboplatin in platinum refractory ovarian cancer.

Four cycles of AC plus taxane in HER-2 unamplified
breast cancer patients results in a pathologic complete
response (pCR) rate of <20%. Thus far in the ongoing
phase Il trial we have a confirmed pCR of 40% (Table 2).

Blood for dendritic cell analysis by flow cytometry was collected on day 1 of each cycle.
DCs were defined as: lineage’/HLA-DR*; CD11b*/CD11c*. Absolute counts were obtained
by multiplying by WBC count (DCs/microliter). Left panel represents longitudinal modelling
of ratio DCs/baseline value. Right panel represents values averaged during AC and

Docetaxel (Tax).
Esimated means and

SUMMARY

« The addition of NOV-002 to AC->T is associated with pCR rates much higher
than expected in HER-2 negative breast cancer population
*pCR rates with NOV-002 highest in patients with hormone receptor positive
breast cancer, the subtype least likely to respond to chemotherapy
«Anemic events and febrile neutropenia were much lower than expected with

i § . . . w . the addition of NOV-002 to AC and T
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