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e ) — Groups 8-11: celecoxib at 10, 30, 100 and 300 mg/kg, apricoxib(30) elecoxib at 10, 50, an mg/kg produce ® Apricoxib produced significant tumor growth delay in the
hav_e documented a decr_e_ased m_cndgr]ce of colorectal qr}d breast cancer in PO, qAX59 apricoxib(10) respective tumor growth delay of 2%, 13%, 20%, NSCLC models, MV522 and A549, and was superior to
patients taking non-specific COX inhibitors such as aspirin and non-steroidal Grz)ups 12-14: aprixocib at 3, 10, and 30 mg/kg, po apricoxib(3) and 22% elEemyis
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maintaining the integrity of the gastrointestinal (Gl) tract and the renal medulla.
COX-2 is in general not detectable in normal tissues and is upregulated in the
presence of inflammation and neoplasia. COX-2 is consistently over expressed
in a large percentage and variety of human tumors. The presence of elevated
COX-2 in tumor tissue represents a poor prognostic factor in a number of
tumors including breast cancer.
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with docetaxel (25 mg/ kg) produced tumor growth
delay of 102%, 84%, and 92% that were statistically
significant compared to no treatment

Celecoxib at 10, 30 and 100 mg/kg in combination
with docetaxel (25 mg/ kg) produced tumor growth
delay of 74%, 78%, and 91% that were statistically

in TGD in the NSCLC model, H460, but was not
significantly different from celecoxib

Apricoxib combined with docetaxel demonstrated a
numerical increase in TGD compared to the single agents

X Celecoxib demonstrated a lesser effect in
combination with docetaxel

Al doses above in mg/k
10

* The time-to-endpoint (TTE) for each mouse was Dave .
calculated from the following equation: ¥

significant compared to no treatment .

Kaplan-Meier curves demonstrate prolonged survival in
Apricoxib and celecoxib were well-tolerated

apricoxib-treated animals compared to celecoxib-treated
animals (data not shown)
3 Apricoxib was well tolerated as a single agent and in
combination with paclitaxel and docetaxel
These results are currently being investigated in a Phase Il

There are considerable preclinical and clinical data showing that COX-2 is
important in the pathogenesis of NSCLC (Csiki and Johnson 2006). COX-2 is
over expressed in 70% to 80% of patients with NSCLC. Selective COX-2
inhibitors have been shown to inhibit the growth of lung cancer cell lines and, in
xenograft models, to enhance the effectiveness of selected chemotherapy
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TTE(days) = [log ™~ (endpoint vol, mm?) - b] +m Response to apricoxib showed dose dependent

tumor growth delay and median tumor growth o
Apricoxib at 0.3, 1, 3, 10, and 30 mg/kg produced

b = intercept and m = slope of the line obtained by linear
regression of a log-transformed tumor growth data set

against NSCLC cell lines (Csiki and Johnson 2006). In early-stage NSCLC, . Treatment outcome was determined from tumor growth respective tumor growth delay of 13%, 28%, 26%, clinical trial
treatment with celecoxib can modulate the increased expression of delay (TGD), defined as the increase in the median 57%, and 96%
prostaglandin E2 (PGE2) in tumor tissue after neoadjuvant treatment (Altorki et TTEina trez;tment group compared to a control group: . The groups receiving apricoxib at 1, 3, 10, and 30
al. 2005). ' mg/kg had statistically significant tumor growth
TGD=T-C, delay over no treatment and, at 1 and 3 mg/kg, had

Evidence that epidermal growth factor receptor (EGFR) and COX-2 have expressed in days, or as a percentage of the median TTE of the one and two regressions, respectively REFERENCES
related signaling pathways that can interact to regulate cellular proliferation, control group: . Celecoxib at all doses produced no tumor growth - ) . o
migration, and invasion has triggered an interest in evaluating the combination delay and included no regressions ¢ Cs'k! 1, Johnson DH. Did tgrgeted. therapy fail cyclooxygenase too?
of COX-2 inhibition and EGFR inhibition in NSCLC. A recent phase 1 study %TGD=T-C J Clin Oncol. 2006 Oct 20;24(30):4798-4800.

. Apricoxib and celecoxib were well-tolerated

looked at the combination of celecoxib and erlotinib in second- and third-line C x100 o Altorki NK, Port JL, Zhang F, et al. Chemotherapy induces the

NSCLC treatment (Reckamp et al. 2006). The study design used endpoints of where: expression of cyclooxygenase-2 in non-small cell lung cancer. Clin
optimal biologic dose selected by the decrease in the urinary prostaglandin E T = median TTE for a treatment group, Cancer Res. 2005 Jun 1;11(11):4191-7419. . )
metabolite (PGE-M) as well as a traditionally determined maximum tolerated C = median TTE for the control group (Group 1). e Reckamp KL, Krysan K, Morrow JD, et al. A phase | trial to determine

dose (MTD). The RR in these pretreated patients was 33% and the
recommended phase 2 dose (RP2D) for celecoxib was 600mg twice daily
(BID)—an increase of 30% over the doses that have previously been reported
in clinical studies using celecoxib. The combination was well-tolerated.

the optimal biological dose of celecoxib when combined with erlotinib
in advanced non-small cell lung cancer. Clin Cancer Res. 2006 Jun
1;12(11 Pt 1):3381-3388.




