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Evaluation of a combination chemotherapy protocol including lomustine and doxorubicin in
canine histiocytic sarcoma.

Cannon C, Borgatti A, Henson M, Husbands B.
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OBJECTIVES:

To describe a chemotherapy protocol combining lomustine and doxorubicin in canine histiocytic
sarcoma, including outcomes and toxicity.

MATERIALS AND METHODS:

Retrospective review of case records for dogs with histiocytic sarcoma treated with lomustine
and doxorubicin (+ cyclophosphamide) alternating every 2 weeks. Data collected included
signalment, clinical signs, clinicopathological abnormalities, extent of disease, response,
toxicity, time to tumour progression and survival time.

RESULTS:

Of 17 dogs, 15 had disseminated or metastatic disease. The median number of chemotherapy
cycles (one dose of each drug) received was three; most dogs discontinued therapy due to
progressive disease. Dose reductions or delays occurred in 18% of cycles. The overall
response rate was 58%, with a median time to tumour progression of 185 (range, 59 to 268)
days for responders. The overall median survival time was 185 (18 to 402) days. No significant
prognostic factors were identified.

CLINICAL SIGNIFICANCE:

The protocol appeared well-tolerated, had some efficacy against canine histiocytic sarcoma in
the study population and could be considered as an alternative to single-agent protocols;
prospective comparison may be warranted.
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J Vet Intern Med. 2010 Nov-Dec;24(6):1528-31.

Phase Il, open-label trial of single-agent CCNU in dogs with previously untreated histiocytic
sarcoma.

Rassnick KM, Moore AS, Russell DS, Northrup NC, Kristal O, Bailey DB, Flory AB, Kiselow MA,
Intile JL.
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BACKGROUND:

Histiocytic sarcoma (HS) is an aggressive neoplasm in dogs, and in most instances, the disease
is localized, but not amenable to surgical removal, or is disseminated. Affected patients usually
die within 6 months. There have been no prospective studies to determine efficacy of single-
agent chemotherapy in dogs with HS.

HYPOTHESIS:

Single-agent CCNU [1-(2-chloroethyl)3-cyclohexyl-1-nitrosourea; lomustine] has antitumor
activity against HS in dogs.

ANIMALS:

Twenty-one dogs with histologically confirmed, nonresectable localized or disseminated HS.
METHODS:

Prospective, open-label phase Il clinical trial in which dogs with previously untreated HS were
uniformly treated with CCNU as a single oral dosage of 90 mg/m2 every 4 weeks. The primary
outcome measure was reduction in tumor size.

RESULTS:

Fourteen dogs with disseminated HS and 7 with localized HS were enrolled between 1999 and
2008. Overall response rate was 29% (95% confidence interval [Cl], 14-50%) for a median of
96 days (95% CI, 55137 days). Three dogs (1 disseminated, 2 localized) had complete
responses lasting for 54—269 days and 3 dogs (2 disseminated, 1 localized) had partial
responses lasting for 78-112 days.

CONCLUSIONS AND CLINICAL IMPORTANCE:

CCNU, when used as a single agent, has activity against HS in dogs. Evaluation of CCNU
postoperatively for dogs with resectable localized HS and as part of combination therapy for
tumors that are nonresectable or disseminated should be considered.
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Prospective trial of metronomic chlorambucil chemotherapy in dogs with naturally occurring
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The purpose of this study was to assess the toxicoses and antitumor activity of metronomic
chlorambucil at a dosage of 4 mg m(-2) daily in dogs with naturally occurring cancer. Thirty-six
dogs were enrolled in the study. The protocol was well tolerated with no grade 3 or 4 toxicoses
noted. Complete remission was achieved, and lasted over 35 weeks in three dogs (mast cell
tumour, soft tissue sarcoma and thyroid carcinoma). Partial remission was noted in 1 dog with
histiocytic sarcoma (39 weeks duration) for an overall remission rate of 11% (4 of 36). Stable
disease was noted in 17 dogs (47%) with various other cancers. The median progression-free
interval was 61 days, and the median survival time was 153 days. Chlorambucil given in a
metronomic protocol showed antitumor activity in dogs with a variety of naturally occurring
cancers.
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