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The effects of cyclosporine on platelet function and cyclooxygenase in normal dogs.
Thomason et al. JVIM 2012; 26: 1389-1401.

· On humans cyclosporine may increase plt reactivity and possibility of thrombus formation
· 8 FI Walker hounds, one dropped out before atopy dosing b/c of pyometra
· Immunosupressive dose 10 mg/kg BID x 7d, checked levels on day 4 – none at immunosuppressive levels so increased dose but did not recheck levels
· Two week washout, then atopy dose of 5 mg/kg SID x 7d
· Dogs sampled days 1 and 7 of each treatment at both peak and trough times
· @ immunosuppressive dose: decreased P-selectin, plt phosphatidylserine, decreased plt COX-1 expression, decreased plt COX-2 expression, increased urinary 11-dTXB2 thromboxane levels, prolonged PFA-100 closure time with collagen/ADP cartridge
· @ atopy dose: decreased P-selectin at trough times, decreased plt COX-1 expression at peak times, decreased plt COX-2 expression, shortened PFA-100 closure time with coll/ADP cartridge
· Concerns: 
· The duration of treatment was not long enough to achieve immunosuppression, are these changes reflective of what truly happens
· Weird signalment to choose (Walker hounds?)
· Did they ever achieve an immunosuppressive dose
· Some values did not return to baseline levels between groups (adequate wash out?)
· IF both COX down regulated, where did the thromboxane come from? Other sources?



Pulmonary abnormalities in dogs with renal azotemia
Le Boedec, etal. JVIM 2012; 26: 1099-1106.

· Humans w/ uremic pneumonitis develop high-protein edema with, connective tissue proliferation, pulmonary hyaline membranes, and alveolar hemorrhage
· Typically has butterfly or bat-wing appearance, primarily affecting right lung
· Severity of resp dysfunction not associated with time until death
· Compared AKI, stage 3 or 4 CKD, and nonazotemia dogs with intracranial disease
· Radiographs reviewed blindly by a radiologist and patterns and severity assessed
· Dogs w/ AKI were more likely to have signs of pulmonary dysfunction than CKD or controls (54% of AKI dogs, 26% of CKD dogs, and 14% of control dogs)
· Alveolar pattern was more common in dogs with AKI or CKD vs control
· Not related to disease severity
· Most often affected left caudal lung lobes in AKI, and cranial lung lobes in CKD
· Presence of pulmonary disease was not associated with survival to discharge
· Most common histopath was alveolar mineralization in AKI dogs
· Concerns: 
· Intracranial disease can cause neurogenic pulm edema
· Didn’t adequately rule out other causes of lung disease in all cases– fluid overload, CHF, pneumonia


Efficacy of pimobendan in the prevention of congestive heart failure or sudden death in Doberman pinschers with preclinical dilated cardiomyopathy (The PROTECT Study)
Summerfield et al. JVIM 2012; 26: 1337-1349.

· [bookmark: _GoBack]Dobermans with echo changes consistent with DCM but no clinical signs (significant arrhythmia, syncope, CHF)
· Screened 1000 dogs to enter 76 into the study
· Prospective, randomized, placebo-controlled study – received pimobendan vs control
· Primary endpoint was CHF or sudden death due to cardiac causes
· Dogs on pimo had a significantly longer time to primary endpoint – 718 vs 449 days
· Hazard ratio 0.299 (CI 0.153-0.585)
· Dogs with greater LVIDSN, LVIDDN, higher HR on exam, presence of any arrhythmia on a resting ECG, greater than 4 VPCs on a resting ECG, and greater numbers of VPCs on Holter monitor had increased hazard ratio of reaching primary endpoint 
· Dogs on pimo had significant decrease in LVIDS and LIVDD on recheck echo @30d vs control
· Pimo not associated with increased risk of arrhythmias or adverse drug reactions
· LVIDSN – left ventricular internal diameter in systole normalized for body weight
· LVIDDN – left ventricular internal diameter in diastole normalized for body weight
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The Effects of Cyclosporine on Platelet Function and
Cyclooxygenase Expression in Normal Dogs

J. Thomason, K. Lunsford, J. Stokes, L. Pinchuk, R. Wills, C. Langston, S. Pruett, and A. Mackin

Background: Cydosporine has been shown to alter platelet plasma membranes and have a hypercoagulable effect in
‘humans, leading to thromboembolic complications.

Hypothesis/Objectives: Our hypothesis was that by modulating platelet reactivity, cyclosporine increases the risk of
thromboembolic complications. The objective was to determine the effects of cyclosporine on primary hemostasis in
normal dogs.

Animals: Eight healthy, intact female dogs.

Methods: A repeated-measures design utilized flow cytometry to evaluate platelet expression of platelet reactivity mark-
ers (Pselectin and phosphatidylserine) and COX-1 and COX-2 during the administration of 2 cyclosporine dosages
(19 mg/kg q12h [immunosuppressive dosage] and 5 mg/kg q24h [atopy dosage]). Urine 11-dehydro-thromboxane-
(11-dTXB) concentration was normalized to urine creatinine concentration, and platelet function was analyzed by PFA-100.

Results: After a week of the immunosuppressive dosage, all platelet reactivity markers showed a significant decrease in
‘mean fluorescent intensity (MFI). After the atopy dosage, only P-selectin and COX-2 MFI demonstrated a change from
baseline, decreasing by 29% (P = .013) and 31% (P = .003), respectively. Urinary 11-dTXB,-to-creatinine ratio signifi-
cantly increased at all time points during the immunosuppressive dosage, but no significant change occurred during admin-
istration of the atopy dosage. PFA-100 closure times using collagen/ADP cartridges increased by 62% (P = .008) with the
immunosuppressive dosage and decreased by 45% with the atopy dosage (P =.035). No significant changes in closure
times occurred with collagen/epinephrine cartridges.

Conclusions and Clinical Importance: Our study suggests that, similar to what is observed in humans, cyclosporine
alters the platelet plasma membrane and increases thromboxane production in dogs, especially at immunosuppressive
dosages
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Pulmonary Abnormalities in Dogs with Renal Azotemia

K. Le Boedec, H.G. Heng, P.W. Snyder, and B.M. Pressler

Background: Clinical signs associated with respiratory tract disease are regularly encountered in people with kidney
failure, and have been ancedotally reported in dogs.

Objectives: To compare clinical signs indicative of pulmonary disease, clinicopathologic findings, radiographic abnor-
‘malities, and histologic findings in dogs with acute kidney injury (AKI) or International Renal Interest Society Stage 3 or
4 chronic kidney disease (CKD) to nonazotemic dogs. To determine associations between abnormalities indicative of pul-
‘monary disease and outcome in azotemic dogs.

Animals: One hundred sixty-seven pet dogs (54 AKI dogs, 50 CKD dogs, 63 nonazotemic control dogs diagnosed with
intracranial discase).

Methods: Retrospective cohort study comparing signalment, clinical signs, clinicopathologic variables, prevalence, and
severity of pulmonary radiographic patterns, histopathologic findings, and survival times in AKI, CKD, and control dogs.

Results: Clinical signs of pulmonary discase were significantly more common in AKI dogs. Prevalence of an alveolar
lung pattern was greater in AKI and CKD dogs. Alveolar mineralization was the most common pulmonary histologic
lesion in AKI dogs (6 of 8 dogs). with concurrent alveolar coneretions or mineralization of pulmonary vessels or bronchi-
oles noted in 1 dog each; mineralization of lung tissues was not noted in control dogs. Neither clinical signs nor presence
of an alveolar pattern were associated with likelihood of survival to discharge or median number of days from discharge
until death.

Conclusions and Clinical Importance: Abnormalities indicative of pulmonary disease are more common in azotemic
dogs than in control dogs; however, prognosis is not associated with presence of clinical or radiographic pulmonary dys-
function.
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Efficacy of Pimobendan in the Prevention of Congestive Heart
Failure or Sudden Death in Doberman Pinschers with Preclinical
Dilated Cardiomyopathy (The PROTECT Study)

N.J. Summerfield, A. Boswood, M.R. O’Grady, S.G. Gordon, J. Dukes-McEwan, M.A. Oyama,
S. Smith, M. Patteson, A.T. French, G.J. Culshaw, L. Braz-Ruivo, A. Estrada, M.L. O’Sullivan,
J. Loureiro, R. Willis, and P. Watson

Background: The benefit of pimobendan in delaying the progression of preclinical dilated cardiomyopathy (DCM) in
Dobermans is not reported.

Hypothesis: That chronic oral administration of pimobendan to Dobermans with preclinical DCM will delay the onset
of CHF or sudden death and improve survival.

Animals: Seventy-six client-owned Dobermans recruited at 10 centers in the UK and North America.

Methods: The trial was a randomized, blinded, placebo-controlled, parallel group multicenter study. Dogs were
allocated in a 1:1 ratio to receive pimobendan (Vetmedin capsules) or visually identical placebo.The composite primary
endpoint was prospectively defined as cither onset of CHF or sudden death. Time to death from all causes was a second-
ary endpoint.

Results: The proportion of dogs reaching the primary endpoint was not significantly different between groups (P = .1).
The median time to the primary endpoint (onset of CHF or sudden death) was significantly longer in the pimobendan
(718 days, IQR 4411152 days) versus the placebo group (441 days, IQR 151-641 days) (log-rank P = 0.0088). The med-
ian survival time was significantly longer in the pimobendan (623 days, IQR 491-1531 days) versus the placebo group
(466 days, IQR 236-710 days) (log-rank P = .034).

Conclusion and Clinical Importance: The administration of pimobendan to Dobermans with preclinical DCM prolongs
the time to the onset of clinical signs and extends survival. Treatment of dogs in the preclinical phase of this common
cardiovaseular disorder with pimobendan can lead to improved outcome.
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