Reduced Infection and Mucositis in Chemotherapy-Treated Animals Following Innate Defense Modulation Using a Novel Drug Candidate
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Innate Defense Regulators (IDRs) are a novel class of synthetic peptides with no
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The lead IDR drug candidate, IMX942, has successfully completed Phase 1 clinical
studies, being very well tolerated at all dose levels tested - single doses up to 8
mg/kg and multiple doses (7 daily injections) up to 6.5 mg/kg/day. Treatment of
mice with IDRs enhanced their survival in bacterial infection models. The anti-
infective effect of IDRs was maintained in animals depleted of neutrophils, but
abolished in animals depleted of macrophages/monocytes. Recently, the enhanced
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Female Sprague-Dawley rats were administered 10mg/kg Cefamandole IM Q48h starting on day -4 and
continuing to the end of the study. Cyclophosphamide 75mgkg IP was administered on days 0 and 3. 1x10°
CFU/ml P. aeruginosa was given by orogastric feedings on days 0, 2 and 4. Due to the breakdown of the
gastrointestinal mucosal barrier, rats developed fever by day 5, and began dying of sepsis by day 7. IMX942
(10mg/kg IV) or Saline (IV) was administered once after the appearance of fever on day 5. Cefepime was
administered on days 6, 7 and 8 (25mg/kg IM). Survival was monitored in an initial study (N=8 IMX942,
Saline, N=4 Cefepime). Mucosal weight was assessed in a repeat experiment with matched termination of
animals on days 6, 7 and 8 (N=9 IMX942 and Saline, N=11 Cefepime).

+IMX942 attenuates colitis without the increased weight loss associated with steroid treatment;
«IMX942 treatment is effective after damage is initiated.

Colitis was induced in mice by exposure to 3% DSS-treated drinking water from Day 0 to Day 5. Animals
were dosed with 25 mg/kg IMX942 or Saline IV as indicated (N=10/grp). Animals were weighed daily and
assessed visually for the presence of diarrhea and/or bloody stool. On Days 7, 14, and 21 colitis severity was
assessed using video endoscopy.

chemotherapy or radiation treatment.

Female nu/nu mice (N=10/grp) were implanted with estrogen pellets and injected SC with MCF-7 cells (breast
cancer cell line). Treatments were started when the average tumor size was 100 mm?3 (Day 0). Saline or
25mg/kg IMX942 was administered on days 0, 4, 7, 10, and 14. Radiation (2 Gy) or paclitaxel (6 mg/kg IP) were
administered on days 1, 3 and 5. Survival, body weight and tumor volume were monitored over the ensuing 30
days. Due to low survival after day 12, average normalized tumor volumes are only shown to day 12.
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