
























[image: ]Key Points:
· Only cocker spaniels over-represented, females more than males, median age of onset 8.1 y
· Melena at presentation significantly associated with failure to survive to discharge and need for blood
· Elevated BUN was significantly associated w/ failure to survive
· No association b/t megakaryocytic hypo or hyperplasia and survival
· Treatment with all: steroids, cyclosporine, vincristine and mycophenolate is significantly less likely to survive than treatment with other drug combinations
· Treatment with gastroprotectants was not significantly associated with survival
· 84% survived to discharge
· median hospital stay was 4 days-5 days for survivors and 3 days for nonsurviors, median bill was 2,222
· 3% of patients surviving to discharge developed a thromboembolic event following
· 9% had relapse of signs, median time was 1,743 days
· median interval to weaning from immunosuppresives: 123 days
Questions:
1) What factors were associated with failure to survive?  BUN and melena at presentation
2) What percent of patients developed a thromboembolic event?
a) 2%
b) 4%
c) 3%
d) 6%
3) What was the percent survival to discharge?
a) 35%
b) 45%
c) 65%
d) 85%


[image: ]Key points:
· CCNU is a alkylating agent w/ low MW and lipophilic properties-presumed to penetrate to brain
· No significant difference in sex of effected animals, GME dogs were significantly older than NE
· GME dogs tx w/ lomustine and pred were on a significantly lower pred at 6, 9 and 12 months
· Prednisolone was discontinued for 4 dogs in the GME lomustine group, none of just pred group
· No significant difference in pred doses b/t tx groups of NE
· 4 dogs w/ NE were able to be taken off pred, and 2 off lomustine,
· survival times did not differ significantly b/t GME treatment groups
· age was a significant predictor of survival in GME
· survival times did not differ significantly b/t NE treatment groups
Questions
1) True/false-the GME dogs with lomustine and pred had a significantly higher survival time
2) Which of the following were predictors of survival time in GME?
a) Sex
b) Age
c) ALT
d) All above


[image: ]Key Points
· Previous studies: 11 mg/kg, 4 mg/kg, identified low levels of O-desmethyltramadol and high levels of a different one called N-desmethyltramadol
· Significant increases in the pain threshold was seen at 5 and 6 hours, no other time points, though
· Levels of the N-desmethyltramadol were higher than other metabolites in this study
· Low levels of metabolics suggest other MOA (norepi reuptake inhibition or serotonin reuptake inhibition) may be the primary antinociceptives in tramadol
· Large intersubject variability exists between all subjects in all studies
Questions
1) What are the sites of action of tramadol?
a) opioid
b) norepinephrine 
c) serotonin
d) all above
2) True/false:  Tramadol gives a predictable and reliable drug distribution and time to distribution
[bookmark: _GoBack]
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Treatment and predictors of outcome in dogs
with immune-mediated thrombocytopenia

Shana K. O'Marra, bvM, DACVECC; Armelle M. Delaforcade, DvM, DACVECC; Scott P. Shaw, DvM, DACVECC

Objective—To characterize the clinical course of disease and identify prognostic indicators
for immune-mediated thrombocytopenia in dogs.

Design—Retrospective cohort study.

Animals—73 dogs treated for immune-mediated thrombocytopenia at the Foster Hospital
for Small Animals at the Tufts Cummings School of Veterinary Medicine and the Tufts Veteri-
nary Emergency Treatment and Specialties Hospital.

Procedures—Medical records from the period of January 2002 through June 2008 were
reviewed to identify dogs with a diagnosis of immune-mediated thrombocytopenia. Data
collected included signalment, clinical signs, results of initial diagnostic tests, treatment,
complications, and survival duration.

Results—Dog ages ranged from 5 months to 15 years (median, 8.1 years). Cocker Spaniels
were overrepresented, compared with their distribution in the entire hospital population
during the same period. Sixty-one of the 73 (84%) dogs survived to discharge. Seven (11%)
of those dogs were lost to follow-up. Five of the remaining 54 (9%) dogs had a relapse of
the disease. The presence of melena or high BUN concentration at admission to the hospi-
tal was significantly correlated with a decreased probability of survival.

Conclusions and ical Relevance—Immune-mediated thrombocytopenia is a serious
yet treatable disease, which may have a lower rate of recurrence than previously reported.
The presence of melena or high BUN concentration in the study suggested a poor progno-
sis for affected dogs. (J Am Vet Med Assoc 2011;238:346-352)
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Comparison of oral administration
of lomustine and prednisolone
or prednisolone alone as treatment
for granulomatous meningoencephalomyelitis
or necrotizing encephalitis in dogs

Thomas Flegel, Drmed vet, DACVIM; Irene C. Boettcher, Dr med vet; Kaspar Matiasek, Dr med vet;
Anna Oevermann, Dr med vet; Marcus G. Doherr, Drmed vet, PhD; Gerhard Oechtering, Drmed vet; Diana Henlke, Dr med vet

Objective—To compare oral administration of lomustine and prednisolone with oral admin-
istration of prednisolone alone as treatment for granulomatous meningoencephalomyelitis
(GME) or necrotizing encephalitis (NE) in dogs.

Design—Retrospective cohort study.

Animals—25 dogs with GME and 18 dogs with NE (diagnosis confirmed in 8 and 5 dogs,
respectively).

Procedures—Records of dogs with GME or NE were reviewed for results of initial neurologic
assessments and clinicopathologic findings, treatment, follow-up clinicopathologic findings
(for lomustine-treated dogs), and survival time. Dogs with GME or NE treated with lomustine
and prednisolone were assigned to groups 1 (n = 14) and 3 (10), respectively; those treated
with prednisolone alone were assigned to groups 2 (11) and 4 (8), respectively.

Results—Prednisolone was administered orally every 12 hours to all dogs. In groups 1 and
3, mean lomustine dosage was 60.3 mg/m?, PO, every 6 weeks. Median survival times in
groups 1 through 4 were 457, 329, 323, and 91 days, respectively (no significant difference
between groups 1 and 2 or between groups 3 and 4). Within the initial 12 months of treat-
ment, median prednisolone dosage was reduced in all groups; dosage reduction in group 1
was significantly larger than that in group 2 at 6, 9, and 12 months. Combination treatment
most frequently caused leukopenia, but had no significant effect on liver enzyme activities.

Conclusions and Clinical Relevance—In dogs with GME and NE, oral administration of lo-
mustine and prednisolone or prednisolone alone had similar efficacy. Inclusion of lomustine in
the treatment regimen was generally tolerated well. (J Am Vet Med Assoc 2011;238:337-345)
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Pharmacokinetics and antinociceptive effects
of oral tramadol hydrochloride administration
in Greyhounds

Butch KuKanich, DVM, PhD, and Mark G. Papich, DVM, MS

Objective—To determine the pharmacokinetics of tramadol, the active metabolite O-desmeth-
yltramadol, and the metabolites N-desmethyitramadol and N,O-didesmethyltramadol after oral
tramadol administration and to determine the antinociceptive effects of the drug in Greyhounds.

Animals—6 healthy 2- to 3-yearold Greyhounds (3 male and 3 female), weighing 25.5 to
411 kg.

Procedures—A mean dose of 9.9 mg of tramadol HCl/kg was administered PO as whole
tablets. Blood samples were obtained prior to and at various points after administration to
measure plasma concentrations of tramadol and its metabolites via liquid chromatogra-
phy with mass spectrometry. Antinociceptive effects were determined by measurement of
pain-pressure thresholds with a von Frey device.

Results—Tramadol was well tolerated, and a significant increase in pain-pressure thresh-
olds was evident 5 and 6 hours after administration. The mean maximum plasma concentra-
tions of tramadol, O-desmethyltramadol, N-desmethyltramadol, and N,O-didesmethyltram-
adol were 215.7, 5.7, 379.1, and 237.2 ng/mL, respectively. The mean area-underthe-curve
values for the compounds were 592, 16, 1,536, and 1,013 heng/mL, respectively. The ter-
minal half-lives of the compounds were 1.1, 1.4, 2.3, and 3.6 hours, respectively. Tramadol
was detected in urine 5 days, but not 7 days, after administration.

Conclusions and Clinical Relevance—Oral tramadol administration yielded antinocicep-
tive effects in Greyhounds, but plasma concentrations of tramadol and O-desmethyltrama-
dol were lower than expected. Compared with the approved dose (100 mg, PO) in humans,
amean dose of 9.9 mg/kg, PO resulted in similar tramadol but lower O-desmethyltramadol
plasma concentrations in Greyhounds. (Am J Vet Res 2011,72:256-262)
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