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distal radial osteosarcoma. Local recurrence and
infection rates were similar to those from the use
of an allograft.?

Some surgeons use surgical metallic ‘spacers’
attached to the surgical plate. These devices fill
the space where the tumor is excised. Benefits
include the lack of need for a bone bank and,
potentially, a lower complication rate. Another
technique adapted by surgeons at Colorado State
University has been used on a small number of
dogs with osteosarcoma that does not involve
the bone or cartilage at or near a joint. In this
procedure, the involved bone is stripped of
attachments to soft tissues. A cut is made distal
to the tumor, and the bone containing the tumor
is exteriorized surgically. The tumor in the bone
is given very high dosages of external beam
radiation therapy and then replaced in its normal
position and fixed in place with a surgical plate. .
Before limb salvage is performed, intra-arterial
cisplatin, with or without radiation therapy,
often increases tumor necrosis and reduces the
risk of local recurrence.” In addition, a locally
implanted polymer impregnated with cisplatin
(open polylactic acid—cisplatin or OPLA-Pt)
can be used. OPLA-Pt releases cisplatin
slowly into the tumor bed, and its use reduces
local recurrence rates from 27% to 17%. The
survival time and disease-free interval for dogs
treated with OPLA-Pt are similar to those of
dogs receiving systemic cisplatin, presumably
because locally implanted cisplatin is dispersed
systemically. Because cisplatin release is slow,
systemic toxicity is reduced.

Chemotherapy

Cisplatin markedly improves survival rates to a
median survival of between 6 and 13 months and
1-year survival rates to between 30% and 62%; 2-
year survival rates are between 7% and 21%.!-1¢
Whether the drug is administered intravenously or
intra-arterially does not appear to affect efficacy.
Other methods of administration have been
investigated. OPLA-Pt appears to release a
controlled amount of cisplatin over a prolonged
period as well as provide high local concentrations
in the site of limb-sparing surgery. OPLA-Pt
was implanted in the surgical wound of 39 dogs
that had an amputation. Median survival was
8 months, and 1-year survival rate was 41%,
which was similar to that achieved with systemic
chemotherapy.'® In another study, OPLA-Pt was
related to nonunion of limb salvage grafts.17
OPLA-Pt is not readily obtainable, so another
study evaluated the utility of subcutaneously
administered cisplatin and saline for slow-release
chemotherapy; renal, gastrointestinal, and bone
marrow toxicities and local tissue reaction were

seen in five of six dogs, and this treatment is
not recommended.’”® Intramedullary cisplatin
administration led to resolution of osteosarcoma
in one dog with apparent survival benefit but was
not so successful in three other dogs.! Cisplatin
is best given intravenously with saline diuresis.
Early reports of doxorubicin failed to show
efficacy.? Larger studies have shown benefit for
the use of doxorubicin given as five biweekly
doses at a dosage of 30 mg/m2. In one study,
two or three doses were given before surgery;
subsequent doses were given the day after
surgery and 2 weeks later. Median survival was
12 months, and the efficacy approached that of
cisplatin; 50% of the dogs were alive at 1 year,
and 10% were alive at 2 years.21 Another group
of more than 300 dogs received five doses of
doxorubicin every 2 weeks, starting 2 weeks after
amputation. Median survival was 8 months, and
1-year, 2-year, and 3-year survival rates were
35%, 17%, and 9%, respectively, which is very
similar to results from cisplatin chemotherapy.
Survival times were greater in younger dogs,
lighter-weight dogs, and dogs with normal T-ALP
and B-ALP.

Carboplatin (300 mg/m? IV) was given
adjunctively after surgery to 48 dogs.”> Median
survival was 10.5 months; 35% of the dogs were
alive 1 year after surgery. In this study, smaller
dogs had longer survival times. Slightly lower
survival rates were seen in a smaller group
of dogs, but overall results are similar to that
achieved with other drugs.

Single-agent treatment with carboplatin or
doxorubicin seems to be as effective as cisplatin
in treating canine appendicular osteosarcoma,
and the choice of which drug to offer may depend
on other factors. For example, doxorubicin may
be less expensive than either of the platinum
drugs; however, doxorubicin causes a cumulative
cardiotoxicity, the risk of which is higher in breeds
predisposed to cardiomyopathy. Many dogs with
osteosarcoma are also breeds that are at risk for
cardiomyopathy (e.g., Dobermans, great Danes),
so doxorubicin may not be a good choice for these
dogs. Even with prescreening of prospective
patients and elimination of those with early
cardiac changes or significant breed risk, more
than 7% of patients developed cardiomyopathy in
one study of more than 300 dogs treated with five
doses of doxorubicin. Similarly, the fluid diuresis
required to prevent renal toxicity of cisplatin
may make it unsuitable for a dog with clinical
or subclinical heart disease. Dogs that cannot be
admitted as day patients for fluid diuresis and
cisplatin may be better treated with carboplatin or
doxorubicin because these drugs can be given on
an outpatient basis.



Combination chemotherapy

A protocol alternating cisplatin (60 mg/m?) with
doxorubicin (30 mg/m?) every 21 days for two
cycles was delivered after amputation to 19 dogs
with appendicular osteosarcoma. The median
survival was 10 months, with 37% of dogs alive at
1 year and 26% alive at 2 years. Despite the lower
dose intensity (0.76) of the two drugs compared
with single-agent protocols, survival rates were
comparable to those for cisplatin chemotherapy
alone.”

Another study delivered doxorubicin (15-25 mg/
m?) and cisplatin (60 mg/m2) on the same day
(doxorubicin in postdiuresis fluids) to 102 dogs
with osteosarcoma. Median survival was 11.5
months, and 1-year, 2-year, and 3-year survival
rates were 47%, 28%, and 17%, respectively.24
The dose intensity of this protocol was greater
than that of either single agent (1.19-1.30). A
later evaluation of toxicity showed that a 20-
mg/m? dose of doxorubicin was well tolerated
in these dogs.”® A small pilot study of 19 dogs
that used lower doses of doxorubicin and
cisplatin (15 mg/m? and 50 mg/m?, respectively;
dose intensity: 1.04) showed a greater median
survival, but as more dogs were added to the
study, the median survival decreased, illustrating
the need for larger numbers to adequately assess
efficacy.

Carboplatin (300 mg/m?) and doxorubicin (30
mg/m?) were given in an alternating protocol
every 3 weeks for three cycles for a dose intensity
of 1.0. Median survival was 10.5 months, and
1-year and 2-year survival rates were 48% and
18%, respectively.”® The dogs that finished the
protocol had a median survival of 18 months.
Clients often want to know how their pet is likely
to do after completing a course of chemotherapy;
this finding serves as encouraging news for dogs
that have not developed metastatic disease during
chemotherapy.

Palliative Radiation Therapy

If caregivers refuse definitive treatment for a
pet with osteosarcoma, or if an animal is not
considered eligible for amputation or limb-
sparing surgery, consideration may be given to
palliation of tumor pain with radiation therapy.
Radiation delivered in two to four weekly
fractions of 8 to 10 Gy has been reported as a
palliative treatment for 125 dogs with pain or other
symptoms related to osteosarcoma. Improved
limb function was seen in approximately 75% of
dogs treated with either 8 Gy on days 0, 7, 14, and
21;10 Gy on days 0, 7, and 21; or 8 Gy on days 0
and 7. Improvement lasted for a median of 2 to 3
months regardless of the protocol, and toxicities
were rare and acute?’? Chemotherapy appeared
to improve response rate and duration. Dogs with
large lesions extending to involve a greater length
of limb were less likely to respond for long.?$?
Many radiation therapists agree that a reasonable
clinical approach may be to deliver a single large
dose to the affected site and then to repeat a single
dose as necessary to maintain pain control.
Targeted stereotactic “radiosurgery” may offer
some advantages in delivering a single high dose
of 30 Gy to the tumor alone. Preliminary results
are encouraging.*

Other Palliative Therapy

Bisphosphonates are inhibitors of osteoclast
activity thathave been used in human patients with
osteolytic disease, including metastatic neoplasia.
Pamidronate is an intravenously administered
drug that has anecdotally been associated with
decreased pain from osteosarcoma.

Pamidronate has also been used in combination
with radiation therapy; it is difficult to decide
whether the subjective improvement is due to the
combination or the individual components.
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