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Rabacfosadine for relapsed canine B-cell lymphoma: Efficacy and adverse event
profiles of 2 different doses.

Saba CF, Vickery KR, Clifford CA, Burgess KE, Phillips B, Vail DM, Wright ZM, Morges MA, Fan
TM, Thamm DH.
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Rabacfosadine (RAB), a novel double prodrug of the acyclic nucleotide phosphonate PMEG,
preferentially targets neoplastic lymphocytes with reduced off target toxicity. Historical studies
have suggested that every 21-day dosing is effective with acceptable toxicity. The purpose of
this study was to evaluate RAB's safety and efficacy at 2 different doses every 21 days in dogs
with relapsed B-cell lymphoma. Dogs that had failed 1 doxorubicin-based chemotherapy
protocol were eligible for inclusion in this prospective trial. Once enrolled, dogs were
randomized to receive RAB at either 0.82 mg/kg or 1.0 mg/kg as a 30-minute 1V infusion every
21 days for up to 5 treatments. Response assessment and adverse event (AE) evaluation were
performed every 21 days via VCOG criteria. Fifty dogs were enrolled, with 16 treated at

0.82 mg/kg and 34 treated at 1.0 mg/kg. The overall response rate was 74%, with 45% of dogs
experiencing a complete response (CR). The median progression free intervals (PFIs) were 108
days, 172 days and 203 days for all dogs, all responders, and all CRs, respectively. Response
rates and PFIs were similar in both treatment groups. The incidence of AEs, dose delays, dose
reductions and withdrawals were not statistically different between the 2 groups. The AEs
observed were similar to those previously reported and included hematologic, gastrointestinal,
dermatologic and pulmonary AEs. One dog had grade 5 pulmonary fibrosis; otherwise, AEs
resolved with supportive treatment. Rabacfosadine is a generally well tolerated, effective
chemotherapy option for dogs with relapsed B-cell lymphoma.
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Alternating Rabacfosadine/Doxorubicin: Efficacy and Tolerability in Naive Canine
Multicentric Lymphoma.
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BACKGROUND:

Standard of care treatment for multicentric lymphoma in dogs remains doxorubicin (DOX)-based

combination chemotherapy, but owners may hesitate to commit the time and financial resources

to complete such a protocol, typically requiring 12-16 visits. Rabacfosadine (RAB), a double

prodrug of the nucleotide analog 9-(2-phosphonylmethoxyethyl) guanine, has substantial single-

agent activity in dogs with lymphoma, and a different mechanism of action than DOX.



HYPOTHESIS/OBJECTIVES:

Our objective was to evaluate the efficacy and adverse effect (AE) profile of alternating doses of
RAB and DOX in dogs with naive multicentric lymphoma.

ANIMALS:

Fifty-four dogs with previously untreated lymphoma.

METHODS:

Open-label, multicenter prospective clinical trial. Dogs received alternating RAB (1.0 mg/kg IV
weeks 0, 6, 12) and DOX (30 mg/m? IV weeks 3, 9, 15). Dogs that achieved complete response
(CR) were followed by monthly evaluations. Complete clinicopathological evaluation and
assessment of remission and AEs were performed every 21 days.

RESULTS:

The overall response rate was 84% (68%; CR; 16%; partial response [PR)]. The overall median
progression-free interval (PFI) was 194 days (216 for CR and 63 for PR). Most AEs were mild
and self-limiting: gastrointestinal and hematologic AEs were most common. Thirteen dogs
experienced dermatologic AEs, and 2 dogs developed grade 5 pulmonary fibrosis.
CONCLUSIONS AND CLINICAL IMPORTANCE:

Alternating RAB/DOX generally was well tolerated and resulted in PFls comparable to standard
DOX-based multi-agent protocols, with fewer treatment visits. Most adverse events were mild or
moderate and self-limiting. Further studies are warranted to explore long-term outcome and
other RAB chemotherapy combinations.



