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Repurposing of doxycycline as an aid in the treatment of canine lymphoma
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Introduction

Doxycycling has been previously shown to Inhibil lymphoma cell proliferation, The goal of this study was to detarmine if
doxycycling administered in combination with prednisolone provided clinical benefit to dogs with large cell, multicentric
lymphoma.

Methods

Following owner consent to participate in this prospective clinical trial, dogs underwent uniform staging tests and
immunophenolyping. Dogs were randomized (o recelve either prednisclone + doxyeycline (P+D), prednisolane + verdinexor
({Laverdia-CA1) (P+V), or prednisolone (P alone), Dogs were monitored with physical examination and bloodwork for 12 weeks,
with disease status assessed al weeks 4, 8, and 12, Follow-up survival datn was also collecied,

Results

Three of 10 dogs (30%) that received P+D were alive withoul disease progression at week 12. No dogs (0%) in the other groups
(P+V, n=3; P alone, n=6) ware alive withoul disease progression at weak 12. Overall survival ime (OS5T) was increasad in the
10 dogs receiving P+D compared 1o the other 8 dogs (p=0.0040, log-rank test; HR 0.18, 85% CI 0.05-0.67). The median OST in
dogs recalving P+D was 116 days (95% CI, §57-231 days) versus 58 days (85% CI, 17-85 days) in the other dogs, Stage and
immunophanotype were not prognostic. Thare were no grade 3/4 hematologic adverse evenis (AEs) in any dog. Dogs recelving
P alone did not have any grade 3/4 melabolic AEs. Five dogs recelving P+D axperienced grade 3/4 elevations in ALT (alanine
aminotransferase) and/or ALP (alkaline phosphatase). Two dogs recelving P+V experienced grade 3 elevations In ALT and/or
ALP.

Conclusions
Increased survival was seen in dogs with lymphoma receiving P+D. Further investigation of the role of doxyeycline in the
managemant of lymphoma is Indicatad,

Clinical significance
Daxyeycling in combination with prednisolons may be a low-cos! treatmant prolacol o help manage dogs with lymphoma whan
chemotherapy s not feasible,
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