G S TR L AN — b — 55 7 [\l
A BT RO MmAE PIRE (PO e PRI (23 2RI >0 TTT,

~EHINS—F~

R PN D M8 AR IR ICEMEE OEBWVERE TH Y . IR EAAR (FXF Y LE Y _R—20D
7va ha—) ZOFH L THELEAIMIZ6 » AT, FE, EATHYLORDX / ap 1z
—NMAEREICKT L THESI TH D E VI RENR VAR T RKENPLREINE L2, WANARE
HTREFEIILESUNEETEWEB I OEERE 2RI LTlE, vZua 7+ A7 57 K& NSAIDs
BB GDEEA M ) Iy VL2 2GR T 5V 7Y A b I'm Yunnity ZRAUZH W TV ET,
F MR~ DI RO LIV DA 72 1Tl IS b O 2/ T 272010, =B ASE TR
DETHEMAREZLGTT5Z 620 TT, EMAROROMEAEICKT 2 (e 2 R 35
b0 FEEAN, BWERN V2=, B AFIE IR Z2 R 3V 21T 'm Yunnity & 22 Q3RO fE
Head+oHTnEd,



RMFRIBIZST D, REY LB =2 7074 A7 7 RBELXORF Y LE O —F )L
NN K D BIHRIE DR R O i

Vet Comp Oncol. 2015 Jan 26.

Comparison of doxorubicin-cyclophosphamide with doxorubicin-dacarbazine for the adjuvant
treatment of canine hemangiosarcoma.

Finotello R, Stefanello D, Zini E, Marconato L.
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Canine hemangiosarcoma (HSA) is a neoplasm of vascular endothelial origin that has an
aggressive biological behaviour, with less than 10% of dogs alive at 12-months postdiagnosis.
Treatment of choice consists of surgery followed by adjuvant doxorubicin-based chemotherapy.
We prospectively compared adjuvant doxorubicin and dacarbazine (ADTIC) to a traditional
doxorubicin and cyclophosphamide (AC) treatment, aiming at determining safety and assessing
whether this regimen prolongs survival and time to metastasis (TTM). Twenty-seven dogs were
enrolled; following staging work-up, 18 were treated with AC and 9 with ADTIC. Median TTM
and survival time were longer for dogs treated with ADTIC compared with those receiving AC
(>550 versus 112 days, P =0.021 and >550 versus 142 days, P =0.011, respectively). Both
protocols were well tolerated, without need for dose reduction or increased interval between
treatments. A protocol consisting of combined doxorubicin and dacarbazine is safe in dogs with
HSA and prolongs TTM and survival time.
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BMC Vet Res. 2015 Jun 11;11:131.

Maintenance therapy with toceranib following doxorubicin-based chemotherapy for canine
splenic hemangiosarcoma.

Gardner HL, London CA, Portela RA, Nguyen S, Rosenberg MP, Klein MK, Clifford C, Thamm
DH, Vail DM, Bergman P, Crawford-Jakubiak M, Henry C, Locke J, Garrett LD.
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BACKGROUND:

Spenic hemangiosarcoma (HSA) in dogs treated with surgery alone is associated with short
survival times, and the addition of doxorubicin (DOX) chemotherapy only modestly improves
outcome. The purpose of this study was to evaluate the impact of toceranib administration on
progression free survival in dogs with stage | or Il HSA following splenectomy and single agent
DOX chemotherapy. We hypothesized that dogs with splenic HSA treated with adjuvant DOX
followed by toceranib would have prolonged disease-free interval (DFI) and overall survival time
(OS) when compared to historical dogs treated with DOX-based chemotherapy alone.
RESULTS:

Dogs with stage | or Il splenic HSA were administered 5 cycles of single-agent DOX every

2 weeks beginning within 14 days of splenectomy. Dogs were restaged 2 weeks after
completing DOX, and those without evidence of metastatic disease began toceranib therapy at
3.25 mg/kg every other day. Forty-three dogs were enrolled in this clinical trial. Seven dogs had
evidence of metastatic disease either before or at re-staging, and an additional 3 dogs were
found to have metastatic disease within 1 week of toceranib administration. Therefore 31 dogs
went on to receive toceranib following completion of doxorubicin treatment. Twenty-five dogs
that received toceranib developed metastatic disease. The median disease free interval for all
dogs enrolled in this study (n =43) was 138 days, and the median disease free interval for those
dogs that went on to receive toceranib (n =31) was 161 days. The median survival time for all
dogs enrolled in this study was 169 days, and the median survival time for those dogs that went
on to receive toceranib was 172 days.

CONCLUSIONS:

The use of toceranib following DOX chemotherapy does not improve either disease free interval
or overall survival in dogs with stage | or Il HSA.
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Continuous low-dose oral chemotherapy for adjuvant therapy of splenic hemangiosarcoma in
dogs.

Lana S, U'ren L, Plaza S, Elmslie R, Gustafson D, Morley P, Dow S.
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BACKGROUND:

Hemangiosarcoma (HSA) is a highly metastatic and often rapidly fatal tumor in dogs. At present,
conventional adjuvant chemotherapy provides only a modest survival benefit for treated dogs.
Continuous oral administration of low-dose chemotherapy (LDC) has been suggested as an
alternative to conventional chemotherapy protocols. Therefore, we evaluated the safety and
effectiveness of LDC using a combination of cyclophosphamide, etoposide, and piroxicam as
adjuvant therapy for dogs with stage Il HSA.

HYPOTHESIS:

We hypothesized that oral adjuvant therapy with LDC could be safely administered to dogs with
HSA and that survival times would be comparable to those attained with conventional
doxorubicin (DOX) chemotherapy.

ANIMALS:

Nine dogs with stage Il splenic HSA were enrolled in the LDC study. Treatment outcomes were
also evaluated retrospectively for 24 dogs with stage Il splenic HSA treated with DOX
chemotherapy.

METHODS:

Nine dogs with stage Il splenic HSA were treated with LDC over a 6-month period. Adverse
effects and treatment outcomes were determined. The pharmacokinetics of orally administered
etoposide were determined in 3 dogs. Overall survival times and disease-free intervals were
compared between the 9 LDC-treated dogs and 24 DOX-treated dogs.

RESULTS:

Dogs treated with LDC did not develop severe adverse effects, and long-term treatment over 6
months was well-tolerated. Oral administration of etoposide resulted in detectable plasma
concentrations that peaked between 30 and 60 minutes after dosing. Both the median overall
survival time and the median disease-free interval in dogs treated with LDC were 178 days. By
comparison, the overall survival time and disease-free interval in dogs treated with DOX were
133 and 126 days, respectively.

CONCLUSIONS:

Continuous orally administered LDC may be an effective alternative to conventional high-dose
chemotherapy for adjuvant therapy of dogs with HSA.



