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Background: In immunocompromised patients (pts), adenoviruses (AdV) are an important cause of
morbidity/mortality. Hematopoietic cell transplant (HCT) pts are at especially high risk; infection
associated with viremia is more severe, often disseminated and, once established, often rapidly fatal
without treatment (tx). No antiviral drugs are currently approved for AdV infections, which are typically
managed by supportive care. A virologic response to tx with intravenous (IV) cidofovir (CDV) has been
associated with clinical improvement; failure to achieve a >=1 logl0 decrease in viral load (VL) during
first 2 weeks is associated with poorer pt outcomes. However, IV CDV use is limited by significant side
effects. CMX001 is an orally bioavailable, broad spectrum, lipid acyclic nucleoside phosphonate
converted intracellularly into the active antiviral, CDV diphosphate. We describe here preliminary
antiviral efficacy data in a subset of 57 AdV-infected pts treated with CMX001 in an open-label,
expanded access study (CMX001-350; ClinicalTrials.gov identifier: NCT01143181). Methods: Pts
received CMX001 twice weekly (BIW), typically 100 mg BIW for adults/adolescents or 2 mg/kg BIW for
pediatrics (<=12 yrs). AdV VL was measured at baseline (BL), regularly during the tx period and 1- and
4-wks post-tx. Results: Most pts were male (61.4%), white (70.2%) and had received a HCT (84.2%).
Median (range) age was 17 (0-68) yrs. Median (range) duration of CMX001 tx was 12 (1-64) doses over
7 (1-43) wks. Thirty (30/57, 52.6%) pts survived; 10 (17.5%) died from AdV-associated conditions and
17 (29.8%) from other causes. Overall, AdV-associated mortality was 37.5% (6/16) for pts with
disseminated disease, 11.5% (3/26) for localized disease, and 6.7% (1/15) for pts with BL viremia (1/15).
Most (43/57) pts had detectable viremia at BL and >=1 post-BL assessments and were evaluable for
virologic response, Median (range) VL at BL was 4.82 (2.30-9.11) log10 ¢/mL. Thirty-four pts (79.1%)
had >=1 log10 decrease from BL or to below limit of detection (=100 ¢/mL) at the end of tx. The median
(Q1, Q3) decrease was 1.57 (0.58, 2.64) log)q ¢/mL. Pts achieving a >=1 log10 decrease (including in
sputum or stool) had overall better outcomes, with 8.6% (3/35) AdV-associated deaths (all within the first
3 weeks of tx) vs 27.3% (6/22) for pts with <1 logl0 drop. Conclusions;: CMX001 appears to be a
promising therapeutic option for the tx of AdV infections.
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